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© Novel vitamin E derivatives and process for the production thereof. 

© The novel vitamin E derivative provides an excellent antihyperlipemic effect and is defined by the formula 
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wherein R represents a nlcotinoyi group; and m is an integer of from 2 to 5 while nJs aainteger of from 3 to 6. — 
provided that n is larger than rn 
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NOVEL VITAMIN E DERIVATIVES AND PROCESS FOR THE PRODUCTION THEREOF ; 

[Field of Industrial Application] 

This invention relates to novel vitamin E derivatives having excellent effects as a drug and a process for 
the production thereof. 

5 This invention provides a pharmaceutical composition comprising a pharmacologically effective amount 
of the vitamin E derivative and a pharmacologically acceptable carrier. 

Besides the invention provides a method for treating arteriosclerosis by administering a pharmacologi- 
cally effective amount of the vitamin E derivative to a human patient 

to [Prior Arts] 

It has been known that the administration of nicotinic acid to man serves to lower the blood triglyceride 
level and the blood cholesterol level. Thus the administration of nicotinic acid has been widely employed in 
the treatment of hyperlipemia. 
75 However the administration of nicotinic acid per se is not necessarily a convenient therapeutic method, 
since a rapid increase in the blood nicotinic acid level would cause some side effects. 

There has been frequently attempted to develop a novel nicotinic acid derivative which maintains the 
excellent antihyperlipemic effect of nicotinic acid and scarcely exerts any side effect. For example, a- 
tocopheryl nicotinate, which is obtained by binding vitamin E to nicotinic acid via an ester bond and shows 
20 synergistic effects of vitamin E and nicotinic acid (for example, improving lipid metabolism and promoting 
microcirculation), has been frequently used clinically. Further, there have been developed nicotinates of 
polyhydric alcohols such as pentaerythrito! tetranicotinate and 2,2,6,6-tetrakis{nicotinoyloxymethyl)- 
cyclohexyl nicotinate. 

However none of these compounds is satisfactory in, for example, lowering the blood lipid level. It has 
25 been urgently required, therefore, to develop a compound which can more continuously maintain a stable 
blood nicotinic acid level and scarcely shows any side effect seemingly caused by a rapid increase in the 
blood nicotinic acid level. 

( Summary of the invention ) 

30 

Under these circumstances, the present inventors havo conducted extensive studies. As a result, they 
have found out that novel vitamin E derivatives, wherein a number of nicotinic acid molecules having an 
excellent antihyperlipemic effect are bonded to vitamin E via a polyhydroxytaikyloxycarbonyl group, 
represented by the following general formula (I): 

0 

II 

^JL^O-C-O-CnHin-^. (ORK 



40 




( I ) 

wherein R represents a nicotinoyl group; and m is an integer of from 2 to 5 while n is an integer of from 3 
to 6, provided that n is larger than m; 
so namely, nitinoyloxyalkyl 2,5,7 l 8-tetramethyl-2-(4\8 , ,12 , -trimethyltridecyl)-6*chromanyl carbonates are en- 
zymatically or noncnzymatically hydrolyzed in the digestive tract or after being absorbed thereinto slowly 
and continuously, without releasing a large amount of nicotinic acid at once, to thereby maintain the 
required blood nicotinic acid level for a prolonged period, thus exerting an excellent effect of lowering the 
blood lipid level. The present invention has been accomplished based on this finding. 

In the above general formula (I), the group represented by -C N H 2lvn)M (0R) m means a straight-chain or 
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branched lower alkyl group having 3 to 6 carbon atoms substituted with -(OFn m -groups: More particularly, 2 
to 5 -OR groups (namely, nicotinoyloxy groups) are bonded to the same or different carbon atoms 
constituting the lower alkyl group having 3 to 6 carbon atoms. 

Vitamin E per se, which is one of the members constructing the present invention, also shows an effect 
s of lowering blood lipid level [Paul et a!., Internationa! Journal of Nutrition and Research, 59, 35 - 39 (1989)J. 
It is further known that HDL-cho!estero!, which has attracted public attention as a favorable cholesterol, can 
be increased by administering vitamin E [Sundaram et aU Lipids, 16, 223 - 227 (1981)]. 

It has been confirmed that the compounds of the present invention slowly release nicotinic acid when 
administered orally and that vitamin E, which is another component, is simultaneously hydrolyzed and thus 
70 migrates into the plasma. It is therefore expected that the compounds of the present invention exert a 
synergistic antihyperlipemic effect, since they maintain the antihyperlipemic effect of nicotinic acid while 
relieving the undesirable properties of nicotinic acid and vitamin E, i.e., another component thereof migrates 
into the plasma. 

Now a method for the production of the novel vitamin E derivatives of the present invention represented 
75 by the above general formula (I) will be described. 

or Tocopherol 6-ch!oroformate represented by the formula (II): 
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is condensed with either a polyhydric alcohol optionally protected with a protective group or an otefinic 
alcohol optionally protected with a protective group in the presence of a deacidifying agent such as 
pyridine, triethylamine, potassium carbonate or N.N'-dimethylaniline to thereby give a carbonate. The 
30 protective group is then removed in a conventional manner, if required. The obtained product is epoxidized 
with a peracid and then subjected to ring-opening reaction with perchloric acid to thereby give a 
polyhydroxyalkyl 2,5,7,8-tetramethyl*2-(4 , ,8 , ,12 , -trimethyftridecyl)-6-chromanyl carbonate represented by the 
following general formula (III): 




o 
» 

X x 0-C-0-CnH Jn - ra+ , (OK) 



(HI) 

45 

wherein m and n are as defined above. 

Alternately, the compound of the above general formula (III) is obtained by reacting a polyhydric alcohol 
or an olefinic alcohol, each optionally protected with a protective group, with phosgene or trichloromethyl 
so chloroformate in the presence of a deacidifying agent and then condensing the obtained product with a- 
tocopherol in the presence of a deacidifying agent 

Next, the compound of the general formula (ID) is reacted with nicotinic acid or a reactive derivative 
thereof in a conventional manner to thereby give an ester. Thus a novel vitamin E derivative represented by 
the genera! formula (!) is obtained. 
55 The polyhydric alcohol to be used in the present invention means an alcohol having two or more 
hydroxyl groups. The olefinic alcohol to be used in the present invention means an alcohol having 
unsaturated double bond(s). 

Particular examples of the polyhydric alcohol, polyhydric alcohol protected with a protective group. 
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otefimc aicoho! and o!efinic alcohol protected with a protectiy^^stQup* include .1,3-bi$(2r_ 
tetrahydropyranyloxy)propan-2-o!, isopropylideneglycerol, 2-buten-l-o), 2-methyl-2-propen-t-oI, ~2;2-- 
dtmethyl-1 .S-dioxolan^yfethanol, 1 ,4-bis(benzy!oxy)-2,3-butanedio!, 4-benzy!oxy-2-buten-1 -oi, 2,2-bis- 
(hydroxymethy l)propan-1 -o! t 3-methyl-2-buten-1 -oi, 4-(2-tetrahydropy rany!oxy)-3-(2-tetrahydropyranyIox- 
5 ymethyt)butan-1-o!, 4-benzy!oxy-2-hydroxy-2-methyIbutan-1-ol, 3-methyl-3-buten-1-ol, monobenzalpen- 
tasrythntol, 4-ber^Ioxy-2.3-epoxy-3-methyIbutan-1-ol, 2,3,4,5-dibenzyfidenexyntoi, 5-ethyl-2,2-dimethyM t 3- 
dioxan-5-ylmethanol and 4-hydroxy-3>bis(hydroxymethyl)butan«1-ol. 

The process for the production of the novel vitamin E derivatives represented by the genera! formula (I) 
according to the present invention may be summarized as follows. 
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( I ) 

wherein R. m and n are as defined above; and FT represents a protective groups of a hydroxyl group. Now 
each step will be described in detail. 

55 

[Step I] 

1) The hydroxide of the formula (ill) is prepared from the starting cr-tocophero! 6-chtoroformate of the 
formula (U) by one of the following methods (1) to (3). 
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(1) The compound of the formula (II) is directly condensed withr 1: 5 to " 4 equivalents of the_ 
corresponding potyhydric alcohol in the presence of a deacidifying agent such as pyridine, 
triethylamine or potassium carbonate to thereby give a hydroxide of the formula (III). 

(2) The compound of the formula (II) is condensed with 1 .0 to 1 .5 equivalents of a pofy hydric alcohol, 
wherein hydroxy I groups other than those focated" in the reactive site are protected with protective 
groups, in the presence of a deacidifying agent such as pyridine, triethylamine or N.N 1 - 
dimethylaniline. Then the protective groups in the carbonate thus obtained are removed with an 
inorganic acid such as hydrochloric acid in an organic solvent such as ethane! or methanol to thereby 
give a hydroxide represented by the formula (111). Examples of the protective group for protecting a 
hydroxy! group include isopropylideneketal, benzylideneacetal, benzyl ether, tetrahydropyranyl ether 
and methoxymethy! ether. 

(3) The compound of the formula (II) is condensed with 1.0 to 1.5 equivalents of the corresponding 
olefinic alcohol in the presence of a deacidifying agent such as pyridine, triethylamine or N,N'- 
dimethylaniline. The carbonate thus obtained is then epoxidized with a peracid. Examples of the 
peracid include peracetic add, perbenzoic acid and m-chloroperbenzoic acid. Next, the epoxide is 
subjected to ring-opening reaction with perchloric acid to thereby give a hydroxide represented by the 
formula (III). 

2) One of the above-mentioned polyhydric alcohols and olefinic alcohols, wherein hydroxyl groups are 
protected with protective groups, is reacted with an equivalent amount of phosphogene or trichloromethyl 
chloroformate in the presence of a deacidifying agent such as pyridine, triethylamine or N,N'- 
dimethylaniline. The chloroformate (IV) thus obtained is then condensed with an equivalent amount of a- 
tocopherol (V) in the presence of a deacidifying agent such as pyridine, triethylamine or N,N*- 
dimethylaniline. From the carbonate thus obtained, the protective groups are removed by the same 
method as the one described in the above 1)-(2). Alternately, the carbonate is epoxidized and subjected 
to ring-opening reaction by the same method as the one described in the above 1 )-(3). Thus a hydroxide 
represented by the formula (III) is obtained. 
[Step II] 

1 ) The compound of the general formula (III) is reacted with 1 .0 to 1 .5 equivalents of nicotinoyl chloride 
hydrochloride, optionally in the presence of an aprotic polar solvent such as a halogenated hydrocarbon, 
an ether or a ketone, in the presence of a deacidifying agent such as a tertiary amine (for example, 
triethylamine. pyridine or N.N'-dimethylaniline) or potassium carbonate under ice-cooling or by heating 
under reflux. Thus the novel vitamin E derivative represented by the general formula (I) is obtained. 

2) The compound of the general formula (111) is reacted with 1 .0 to 1 .5 equivalents of nicotinic acid in an 
aprotic polar solvent in the presence of a condensing agent such as 2-bromo-1-methyIpyridinium iodide 
at room temperature or by heating under reflux. Thus the novel vitamin E derivative represented by the 
general formula (I) is obtained. 

Particular examples of the vitamin E derivatives represented by the general formula (I) of the present 




2,3-Bis(nicotinoytoxy)propyl 2,5,7, 8-tetramethy!-2-(4\8\1 2Mrimethyltridecyl)-6-chrornanyl carbonate 
[Compound 2], 
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2,3-Bis(nicotinoy!oxy)butyl 2,57»8-tetramethy!-2-(4\8\12 , -trimethyftridecyi)-6-chromanyi carbonate 
[Compound 3]. 

75 

0 
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2-Methyl-2.3-bis(nicotinoy toxy)propyl 2,5,7.8-tetramethyl-2-(4\8\ 1 2 f -trimethy Itridecy I)-6-chromany I car- 
bonate [Compound 4]. 

30 




55 2.3-Bis(nicotinoytoxy)-1'nicotinoytoxymethyI-propyl 257.8-tetramothyl-2-(4 3 t 8',12 , -trimethyiiridecyjh6- 
chromany [carbonate [Compound 6}. 
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2.3 i 4-Tris{nicotinoyloxy)butyl 2 r 57,8-tetramethyI-2-(4 , ,8 , ,12 , -trimethyitridecyl)-6-chromanyl carbonate 
75 [Compound 7). 
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30 2,2-Bis(nicotinoyloxymethyl)propyl 2 f 5,7,8-tetramethy!-2-(4\8\1 2 , -trimethyltridecyI)-6-chromanyl carbon- 
ate [Compound 8]. 



35 




3-Methy^2,3-bis(nicotinoyloxy)butyi 2,5,7 t 8-tetramethyl-2-(4 , ,8 , ,12'-trimethyltrrdecyl)-6-chromany! car- 

45 ccp.zle [Compound 9]. 



so 
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4-NicotinoyIoxy-3-nicotlnoyIoxymethylbutyl 2,57.8-tetrame^2-(4W 
carbonate [Compound 10]. 



70 




15 2-Methy!-2,4-bis(nicotinoyloxy)butyI 
nylcarbonate [Compound 1 1]. 



2 t 57 f 8-tetramethyt-2-{4\8J2 , -trimethyItridecyl)-6-chroma- 
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3-Methyl-3 t 4-bis(nicotinoyloxy)butyl 2.57.8-tetramethyl-2-(4\8\12 f "trimethyrtridecyl)-6-chromanyl car- 
30 bonate [Compound 12]. 
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3-NIcotinoyloxy-2.2-bis(nicotinoy!oxym8thyl}propy! 2,57,8-tetramethyl-2-(4\8\12'-lrimethyftridecyl)-6- 
chromanyl carbonate [Compound 13]. 
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2-Methy^2.3Atris(nicotinoyIoxy)buty! 2,5J,8-tetramethyl-2-{4\8\12 , -trimethyi^^ 
bonate [Compound 14]. 



o 



70 




3-Methyl-2 ) 3,4-tris;nicotlnoyloxy)butyl 2,573-tetramethyt-2-(4\8 , ,12 , -trimethyftrid8cyl)-6-chromanyI car- 
bonate [Compound 15]. 




30 



2.3,4,5-Tetrakis(nicotinoy!oxy)pentyl 2,5,7.8-tetramethyl-2»(4 , ,8M2 , -trimethyftridecyl>6-chromanyl car- 
bonate [Compound 16). 



"0 




50 

2,2-Bis(nicotinoy(oxy)butyl 2.57,8-tetramethy!-2-(4 , f 8\12*-trimethyltridecylh6-chromanyI carbonate 
[Compound 17]. 

55 
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30 [Brief Description of the Drawings:] 

Fig. 1 shows changes in plasma nicotinic acid levels of rats to which the invention compounds (2) and 
(5) and nicotinic acid were given, and Fig. 2 shows changes in plasma vitamin E levels after administering 
the invention compound (2). 

35 

Fig. 1 

~- p;aorr>i4 nicotinic ecid level (^m!) 
;> Trr.f; 
40 c: invention Ouin^wu/iu [2] 
d: invention compound (5) 
e: Nicotinic acid * 



45 



so 



Fig. 2 



a: Plasma vitamin E level (pg/ml) 



Time 

Invention compound (2) 
Cottonseed oil alone 



d: 

[Examples] 

To further illustrate the present invention, and not by way of limitation, the following Examples will be 
given. 

55 

Example 1 

2-Nicotinoyloxy>1-nicotinoybxymethylethyl 2,5 > 7 t 8>tetramethyl-2-(4 t t 8M2^trimetfiyttridecyl)-6>chromanyl car- 
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bonate [Compound 1] 



D 




[Compound ID 

50 

(1) Synthesis of 1.3-bis(2-tetrahydropyranyloxy)-propan-2-o! 

9.0 g of dihydroxyacetono dimer, 21.0 g of 3,4-dihydro-2H-pyran and a catalytic amount of p- 
55 toluenesulfonic acid were added to 70 m! of dichloromethane and stirred under ice-cooling for 3 hours. After 
the completion of the reaction, 150 ml of diethyl ether was added thereto. The mixture was then washed 
with a saturated aqueous solution of sodium hydrogencarbonate and dried over anhydrous magnesium 
sulfate. After distilling off the solvent, the oily residue thus obtained was subjected to chromatography 
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wherein silica gel was employed as a carrier while hexane/ethyl acetate wa s emplo yed as a mobile phase._ 

Thus 16.5 g of 1,3-bis(2-tetrahydropyranyIoxy)propan-2-one was obtained as a colorless viscous liquid. 

5.4 g (0.02 mo!) of the obtained compound was then dissolved in a mixture of 50 m! of tetrahydrofuran 
with 3 ml of water and cooled to 5* C. After adding 0.4 g (0.01 mmol) of sodium borohydride thereto, the 

5 mixture was stirred at the same temperature for 1 hour. 0.4 g (0.01 mo!) of sodium borohydride was further 
added thereto and the stirring was continued for additional 1 hour. After decomposing the excessive sodium 
borohydride, the reaction mixture was extracted with ethyl acetate. The extract was washed with water and 
dried over anhydrous magnesium sulfate. After distilling off the solvent, the obtained oily residue was 
subjected to chromatography wherein silica gel was used as a carrier while hexane/ethyl acetate was used 

io as a mobile phase. Thus 4.2 g of 1.3-bis(2-tetrahydropyranyloxy)propan-2-o! was obtained as a colorless - 
viscous liquid. 

(2) Synthesis of 2-hydroxy-1 -hydroxymethy lethyl 2 ( 57,8-tetramethyl-2'(4',8 ? i 12 , >trimethyltridecyl)-6- 
chromanyl carbonate 

is 

To a mixture comprising 2.8 g (0.01 moi) of 1,3-bis(2-tetrahydropyranyloxy)propan-2-oI, 7.7 ml of 
pyridine and 25 ml of dichloromethane was added dropwtse a solution of 5.5 g (0.011 moi) of a-tocopherol 
6-chIoroformate in 20 ml of dichloromethane under stirring within 20 minutes. Further, the stirring was 
continued for 15 hours at room temperature. Next, the reaction mixture was dissolved in 200 ml of ethyl 
20 acetate, washed with water and dried over anhydrous magnesium sulfate. After distilling off the solvent, the 
obtained oily residue was dissolved in 100 ml of methanol. Then 1.2 g of p-toluenesulfonic acid was added 
thereto and the mixture was stirred at room temperature for 40 minutes. The reaction mixture was poured 
into water and the oily material thus separated out was extracted with diethyl ether (hereinafter referred to 
simply as "ether"), washed with water and dried over magnesium sulfate. After distilling off the solvent, the 
25 obtained residue was purified by column chromatography (silica gel. hexane : ethyl acetate = 7 : 3) to 
thereby give 4.8 g of the title compound as a colorless viscous liquid. 
' 'H-NMR spectrum: (60 MHz, CDC! 3 ) 5; 

0.60 - 1.90 (m, 38H), 1.9-2.15 (m. 9), 2.55 (t, 2H), 3.00 (s, 2H, disappeared by adding D 2 0). 3.80 (d, 
4H), 4.6-4.9 (m, 1H) 

30 

(3) Synthesis of 2-nicotinoyloxy-1-nicotinoyloxymethylethyl 2,5,7,8-tetramethyl-2-(4 , ,8 , ,12 , -tr>methyltridecyl>- 
6-chromanyTca7bonate 

To a suspension comprising 3.7 g (0.007 moi) of 2-hydroxy-1 -hydroxy methylethyl 2,5.7,8-tetramethyl-2- 
35 (4 , ,8 , ,12 , -trimethyrtridecyl)-6-chromanyl carbonate, 3.6 g (0.021 moi) of nicotinoyl chloride hydrochloride and 
50 ml of dichloromethane was added dropwise 5.4 g of triethytamine under ice-cooling and stirring. After 
stirring at room temperature for 14 hours, the reaction mixture was poured into water, extracted with ether. 

, v? or^rS wstr=r and cried ever rr.egr.esrjrn sulfate. After d^Hino off the solvent^ the obtained crude 
:>odt»Ci »vs3 purified by cc^rr.r. chrcr?a*OQ r ap ,r> y {^'ic* nel ; clilo.oforrr.}. ihus 3.8 g cf the tiihi coir! pour »i3 
40 rcompouau *] uLtair.si z p^c yc!!rr;, tTncprrrct a'*J ^-lc»j5 nrmiri 
" 1 H-NMR spectrum (60MHz, CDCI 3 ) 5 ; 

0. 60~1. 80 (m, 38H), 1. 92, 1. 95, 2. 00 (s x 3, 9H), 2. 55 (t, 2H), 4. 7~4. 85 (m, 4H), 5. 55 (m, 1H), 7. 
40 (m, 2H), 8. 3 (m. 2H), 8. 8 (m, 2H), 9. 25 (m. 2H) 

45 Example 2 

2,3-Bis(nicotinoyloxy)propyl 2 t 5,7,8-tetramethyl-2-(4\8\12 , -m'methyftridecyl)-6-chromanyl carbonate 
[Compound 2] 

50 



55 
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75 
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OH OH OH 
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35 
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(5) 
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55 



(1) Synthesis of 2,2<iimethyH>dioxota^4-ylroethyl g^J.S-tetramethyl^^^.B'.ia'-trfmethyftrtdecyl)^ 
chromanyl carbonate 

To a mixture comprising 1.8 g (0.012 mo!) of isopropylidenegiycerol. 1.2 g (0.015 mol) of pyridine and 
50 ml of dtchforcmethane was slowly added a solution of 5.0 g (0.01 mol) of a-tocopherol 6-chioroformate in 
20 m! of dichloromethane under ice-coo!ing and stirring. After stirring at room temperature for 2 hours, the 
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20 



reaction mixture was poured into water, extracted with ether, successively washed wift diluted hydrochloric^ 
acid, water, an aqueous solution of sodium hydrcgencarbonate and water, and dried over- magnesium-- 
sulfate. After distilling off the solvent, the obtained oily residue was purified by column chromatography 
(silica gel, benzene) to thereby give 5.6 g of the title compound as a pale yellow, transparent and viscous 
5 liquid. 

(2) Synthesis of 2,3-dihydroxypropyl 2,5 t 7,8-tetramethy^2-(4\8\12 T -trimethyitridecyih6>chromanyl carbonate 

A mixture comprising 3.9 g of 2,2-dimethyl-1,3-dioxoian-4-y!methyl 2 t 57.8-tetramethyl-2-(4^8M2 , - 
70 trimethyitridecyI)-6-chromanyl carbonate. 15 ml of tetrahydrofuran, 5 ml of methanol and 5 ml of 2 N 
hydrochloric acid was stirred and heated under reflux for 3 hours. The reaction mixture was dissolved in 
ether, successively washed with water, an aqueous solution of sodium hydrcgencarbonate and water, and 
dried' over magnesium sulfate. After distilling off the solvent, the obtained oily residue was purified by 
column chromatography (silica gel, hexane : ethyl acetate = 3.5 : 1.5) to thereby give 3.3 g of the title 
75 compound as a pale yellow, viscous liquid. 

* 'H-NMR spectrum (60 MHz, CDCb) 5: 

0.60 - 1.90 (m, 38H), 1.9 - 2.15 (m, 9H), 2.55 (t, 2H), 3.2 (s, 2H. disappeared by adding D 2 0) 3.5 - 4.0 

(m, 3H), 4.2 (d, 2H). 

* IR (cm" 1 Nuiol): 1760 (O-CO-O), 3400 (OH). 

(3) Synthesis of 2,3-bis(nicotinoyloxy)propyl 2,5,7,B-tetramethyh2-(4\8\12 > -trimethyrtridecylh6^hromariyl 
carbonate 

To a suspension comprising 5.5 g (0.01 moi) of 2.3-dihydroxypropyl 2.5,7,8-tetramethyl-2-(4',8\12*- 
trimethyltridecyi)-6-chromanyl carbonate, 5.4 g (0.03 moi) of nicotinoyl chloride hydrochloride and 100 ml of 
dry dichloromethane was slowly added dropwise 6.4 g (0.063 moi) of triethylamine under ice-cooling. After 
the completion of the addition, the reaction mixture was stirred at room temperature for 2 hours and then 
poured into ice/water. The reaction product was extracted with chloroform, repeatedly washed with water 
and dried over magnesium sulfate. After distilling off the solvent, the obtained oily crude product was 
purified by column chromatography (silica gel. benzene: ethyl acetate = 4 : 1) to thereby give 5.7 g of the 
title compound [compound 2] as a pale yellow, transparent and viscous liquid. 

* 'H-NMR spectrum (60MHz, CDCb) S ; 0. 70" 1. 80 (m, 38H) 1. 93, 1. 97. 2. 05 (s x3, 9H). 2. 50(t, 2H), 
4.6" 4. 85 (m. 4H), 5.8 (m, 1H), 7.40 (m. 2H). 8.3 (m, 2H), 8. 8 (m, 2H), 9. 2(m. 2H) 

* IR (cm' 1 Nujol) ; . 

35 1760. 1730 (O-CO-O, COOAr) 

(4) Another method of synthesis of 2,3-dihydroxypropyl 2,5J,8-tetramethyl-2-(4',8M2 , -trimethyltridecyQ-6- 

— — « ~ /nso ™n ~? r ,u-urai ml of ovririino end 20 ms of oichioromoMwntt 

was slowly added dropwise 19.7 g (0.04 moi) of a-tocopheroi b-cnioroformaie wiuiui ou minues ur^cr 
stirring at - 10* C. After the completion of the addition, the mixture was stirred overnight at room 
temperature. Then it was diluted with ethyl acetate, successively washed with water, diluted hydrochloric 
acid and water, and dried over magnesium sulfate. After distilling off the solvent, the obtained oily crude 
product was purified by column chromatography (silica gel, hexane : ethyl acetate - 3.5 : 1.5) to thereby 
give 19.2 g a pale yellow, transparent and viscous liquid which was identified with 2.3-dihydroxypropyl 
2,5,7,8-tetramethyl-2-(4 , ,8M2 , -trimethyltridecyl)-6-chromanyl carbonate obtained in (2). This product pos- 
sessed a purity comparable to the one obtained in (2). 

(5) Another method of synthesis of 2,2-dimethyl-1,3-dioxolan-4-ylmethyl 2,5,7,8-tetramethy^2-(4^8M2 , - 
trimethyttridecyl)-6-chromanyl carbonate 

To a mixture comprising 6.6 g (0.05 moi) of isopropylidenegiycerol, 5.9 g (0.03 moi) of trichloromethyl 
chloroformatc and 50 ml of toluene was slowly added dropwise 7.3 g (0.06 moi) of N.N-dimethylanilme 
dissolved in 20 ml of toluene. After stirring at room temperature for 4 hours, the reaction mixture was 
poured into diluted hydrochloric acid, extracted with ethyl acetate, washed with water, and dried over 
magnesium sulfate. After distilling off the solvent 10.4 g of 2.2-dimethyl-1.3-dioxo!an-4-ylmethyl chlorofor- 
mate was obtained as a colorless liquid. This product showed a single spot in thin layer chromatography 
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(silica gel, benzene: ethyl acetate = 10 : 3) and v/as satisfactory in NMR data-ff6fr-MHz, CDCh) a; T.25, 
1.30 (s x 2, 6H), 3.1 - 3.7 (m, 4H), 3.8 - 4.1 (m, 2H), 3.6 (s, 1H, disappeared by adding D2O)]. Thus it was 
not purified but directly used in the subsequent step. 

To a mixture comprising 2.2 g* (0.005 mo!) of or-tocopherol, 1.4 g (0.007 mol) of 2£-dimethyH,3- 

s dioxo!an-4-yImethyl chloroformate and 30 ml of dichloromethane was slowly added dropwise 0.8 g of 
pyridine dissolved in 10 ml of dichloromethane under ice-cooling. After stirring at room temperature 
overnight the reaction mixture was poured into diluted hydrochloric acid, extracted with ethyl acetate, 
washed with water, and dried over magnesium sulfate. After distilling off the solvent, the obtained residue in 
the form of a yellow, oily and viscous liquid was purified by column chromatography (silica gel, benzene) to 

70 thereby give 2.7 g of a pale yellow, viscous liquid which was identified with 2,2,-dimethyM ,3-dioxolan-4- 
ylmethyl 2,5,7,8-tetramethyl-2-(4 , ,8M2 , -trimethyltridecyl}-6-chromanyl carbonate obtained in (1). This com- 
pound possessed a purity comparable to the one obtained in (1). 

Example 3 

15 

2,3-Bis(nicotinoyioxy)butyl 2,5,7 > 8-tetramethyl-2-(4 , ,8 , ,12 , -trimethyftridecyl)-6-chromanyl carbonate 
[Compound 3] = 
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^ (1) Synthase of 2-p utsnyi 2.5.7.3-fo ir.m i nlhy ?-2-{4%GM 5' tr; rr, c t hy :tr: cccy : cr^ any! c?^>ogr 
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To a mixture comprising 19.7 g (0.04 mol) of o-tocophero! 6-ch!oroformate. 5.8 g (0.08 mol) of 2-buten- 
1-ol and 100 mi of dichtoromethane was added dropwise 6.3 g of pyridine under ice-cooling and stirring. 
The stirring was further continued for 30 minutes. Then the reaction mixture was successively washed with 

diluted hydrochloric acid and water, snd dried. After distilling of? the solvent the obtained oily residue was 
purified by column chromatography (silica gel. hexane : ethyl acetate = 100 : 2) to thereby give 18.G g o? 
the title compound as a colorless viscous liquid. 

(2) Synthesis of 2,3-epoxybutyl 2,5 i 7 > 8-tetrarnethyl-2-(4 , t 8 , .12Mrimethyitridecyl)>6-chromanyl carbonate 

A solution of 18.0 g (0.034 mol) of 2-butenyl 2.5,7,8-tetramethyl-2-(4\8 , i 12*-trimethyltridecy)-6- 
chromanyl carbonate in 100 ml of dichlorom ethane was added dropwise to another solution of 8.4 g (0.034 
mol) of m-chloroperbenzoic acid (purity: 70%) in 200 ml of dichloromethane under ice-cooling and stirring 
within 45 minutes. After stirring at 0 to 5* C for 2 hours, the reaction mixture was further stirred at room 
temperature for 2 days. Then the reaction mixture was extracted by adding 20 ml of a 20% aqueous 
solution of sodium hydrosulfite. The extract was washed with a 1% aqueous solution of sodium hydrogen- 
carbonate twice and men with water twice, and dried over magnesium sulfate. After distilling off the solvent, 
the obtained oily residue was purified by column chromatography (silica gel. hexane : ethyl acetate = 100 : 
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4) to thereby give 4.7 g of the title compound as a colorless viscous liquid. 

(3) Synthesis of 2,3-dihydroxybuty) 2.57,frletrame%l2-(4^^ carbonate 

4.5 g of 2,3-epoxybutyl 2.57 t 8-tetramethyl-2-(4\8\12 f -trimethyItridecyl)-6-chrornariyl carbonate was 
dissolved in 200 ml of tetrahydrofuran and 10 ml of 20% perchloric acid was added thereto. The resulting 
mixture was stirred at room temperature for 24 hours. Then the reaction mixture was extracted with 500 ml 
of ethyl acetate, washed with 300-ml portions of water thrice, and dried over magnesium sulfate. After 
distilling off the solvent, the obtained residue was purified by column chromatography (silica gel, benzene : 
ethyl acetate = 100 : 15) to thereby give 1.8 g of the title compound as a colorless viscous liquid. 

(4) Synthesis of 2.3-bis(nicotinoyloxy)butyl 2,57 > 8>tetramethyl-2-(4 t > 8 , ,12 , -trimethyltrid ecyl)-6K:hromanyl car- 
bonate " 

1.5 g (0.0027 mol) of 2,3-dihydroxybutyl 2,5,7,8-tetramethyl-2-(4 , ,8 , .12 f -trimethyltridecyl)-6-chroma- 
nytcarbonate and 1.6 g (0.009 mol) of nicotinoyl chloride hydrochloride were added to 100 ml of dry 
dichloromethane, and 3 ml of pyridine was slowly added dropwise thereto while stirring at -20* C. After the 
completion of the addition, the resulting mixture was stirred at the same temperature for 2 hours and then 
poured into water. The organic phase was collected, washed with water and dried. After distilling off the 
solvent the obtained oily residue was purified by column chromatography (silica gel. benzene : ethyl 
acetate = 5 : 1) to thereby give 1.8 g of the title compound [compound 3]. 
'H-NMR spectrum (60MHz, CDCfo) & ; 

0. 8 "I. 9 (m, 41H), 1. 92, 1. 96, 2. 04 (sX3, 9H), 2. 50(t. 2H), 4. 65 {d. 2H), 5. 60 (m, 1H), 5. 70 (m 

1 H), 7. 40 (m, 2H). & 30 (m, 2H), 8. 78 (m, 2H), 9. 20 (m. 2H) 

IR (cm -1 Nujol) ; 

1760. 1730 (O-CO-O. COOAr) 

Example 4 

2>Methyl-2,3-bis(nicotinoyloxy)propyl 2 ( 5,7,8>tetramethyl-2-(4 > > 8M2 ^trimethyltridecyl)-6-chromanvl carbonate 
[Compound 4] " 
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15 ( 1 ) Synthesis of 2-methyl-2-propenyl 2.5.7.8-tetramethyte-(4 , ,8M2 Mrimethyltridecyl)-6-chromanyl carbonate 

To a solution of 2.0 g (0.027 mol) of 2-methy lpropen-1 -ol in 30 ml of pyridine was slowly added 
dropwise 30 ml of a solution of 10.0 g (0.02 mo!) of a-tocopherol 6-chIoroformate in ether under ice-cooling 
and stirring. After the completion of the addition, the reaction mixture was further stirred for 2 hours and 
20 then acidified by pouring into diluted hydrochloric acid. Then it was extracted with ether and the extract was 
washed with water and dried over magnesium sulfate. After distilling off the solvent, the obtained oily yellow 
residue was purified by column chromatography (silica gel, hexane : benzene = 2 : 1) to thereby give 9.5 g 
of the title compound as a colorless oily matter. 

35 (2) Synthesis of 2,3-epoxy-2-methyIpropyt 2,5,7,8-tetramethyl-2-(4 , ,8 , ,12 , -trimethyltridecyl)-6<:hromanyr car- 
bonate 

To a solution of 9.0 g (0.017 mol) of 2-methyl-2-propenyl 2,5,7. 8-tetramethyl-2-(4\8\12Mrirnethyl- 
tridecyl)-6-chromanyl carbonate in 100 ml of dichloromethane was added 5.9 g (0.024 mol) of m- 
30 chloroperbenzoic acid (purity: 70%) in four portions under ice-cooling and stirring. The resulting mixture was 
stirred at 5*C for 1 hour. After filtering off the white precipitate thus formed, 20 ml of a 20% aqueous 
solution of sodium hydrosulfite was added to the reaction mixture. The mixture was extracted with 
dichloromethane and the extract was- successively washed with an aqueous solution of sodium hydrogencar- 
Donate and water, and dried over magnesium sulfate. After distilling off the solvent, the obtained oily residue 
35 was purified by column chromatography (silica gel, hexane : ethyl acetate = 100 : 4) to thereby give 6.6 g 
of the title compound as a colorless viscous liquid. 
* 'H-NMR spectrum (60MHz, CDCfe) B ; 

0, 7 "1. 5(rr% 36H), 1. 42<s.3H), 1.75 (m, 2H>, 1. 92, 1. 96 2. 04(sX3.9H). 2. 45(t. 2H), 2.60{dd, 2H>, 4. 
2C/d. 2H> 

(3) Synthesis of 2,3-dihydroxy-2-methylpropyl 2,5,7,8-tetramethyl-2-(4',8M2*-trimethyltridecy^6-chromanyl 
carbonate ~ ' 

To a mixture comprising 4.3 g (0.0079 mol) of 2,3-epoxy-2-methy [propyl 2,5,7,8-tetramethyl-2-(4\8\12 ? - 
45 trirnetnyJtr»decyI)-6-o u »rorrianyl carbonate, 150 ml of teirahydrofuran and 50 mi of water was added c'ropw^se 
10 ml of 60% perchloric acid dissolved in 20 ml of water under ice-cooling and stirring. After the completion 
of the addition, the mixture was further stirred for additional 4 hours and then poured into ice/water. After 
confirming that no peroxide was contained therein with potassium iodide starch paper, the mixture was 
extracted with ether. The extract was then washed with water and dried. After distilling off the solvent, the 
obtained oily residue v/as purified by column chromatography (silica gel. benzene : ethyl acetate = 100 : 
15) to thereby give 3.4 g of the title compound as a colorless viscous liquid. 
'H-NMR spectrum (60MHz, CDC! 3 ) B ; 

0. 7 'I. 6(m, 39H). 1.80<m.2H). 2.0 (s, 3H), 2.1(s,6H), 2. 45(t.2H). 2. 70(s.2H), 3.4 ~3.5(broad s, 2H), 4. 
30 (s. 2H) 

(4) Synthesis of 2-roethyl-2,3-bis(nicotinoyloxy)propyl 2.5,7 t 8-tetramethyl-2-(4 , t 8M2 , -trimethyitridecyl)-6- 
chromanyl carbonate 
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2.0 g (0.0035 mol) of 2,3~dihydroxy-2-methylpropyl 2 t 57,8-tetramethylr2-(4\8 r rr2 1 >tnmethyItridgcy))>S- 
chrcmanyl carbonate and 3 g of triothylamine were dissolved in 50 ml of dichloromethane. To-ihe-obtamed • 
solution was added 1 .9 g (0.01 mol) of nicotinoyJ chloride hydrochloride in three portions under ice-cooling. 
The resulting mixture was further stirred at the same temperature for 2 hours and poured into water. The 
organic phase was collected, washed with water and- dried. After distilling off the solvent, the obtained oiiy 
residue was purified by column chromatography (silica gel, benzene : ethyl acetate = 5 : 1 ) to thereby give 
1.5 g of the title compound [compound 4] as a colorless viscous liquid. 
" 'H-NMR spectrum (60MHz, CDC! 3 ) 3 ; 

0. 7 "1. 6 (m, 39H), 1. 80 (m, 2H), 1. 95, 2. 00,2. 05(sx3, 9H), 2. 45(t 2H), 4. 7 "4. 8(broad, 4H), 7. 20- 

(rn. 2H), 8. 10 (m, 2H), 8. 55(m, 2H), 9.10(m,2H 

IR (cm" 1 Nujol) ; 

1765, 1730 (O-CO-O, COOAr) 



75 



Example 5 

Synthesis of 3 > 4-bis(nicotinoyloxy)butyt 2,5,7,8-tetramethyf-2-(4\8\12 t -trimemyltridecyI)-6-chromanyi carbon- 
ate [Compound 5] 
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[Compound 5 



(1) Synthesis of 2.2-dimethyH > 3-dioxoian-4-ytethyl 2,5 t 7 > 8-teUamethyI-2>(4 , l 8 , > 12Mrimethyrtrtd8cy i>6- 
ts chromanyl carbonate -~ - 

To a mixture comprising 1.5 g (0.01 moi) of 2.2-c^methyM,3-dioxo!an-4-ylethanoI, 1.2 g (0.015 mol) of 
pyridine and 50 ml of dichforomethane was slowly added dropwise a solution of 5.0 g (0.01 mo!) of a- 
tocopherol 6-chIoroformate in 20 ml of dichloromethane under ice-cooling and stirring. Then the resulting 
20 mixture was stirred at room temperature for 2 hours. The reaction mixture was poured into water, extracted 
with ether, successively washed with diluted hydrochloric acid, water, an aqueous solution of sodium 
hydrogencarbonate and water, and dried. After distilling off the sofvent, the obtained oily residue was 
purified by column chromatography (silica gel, benzene) to thereby give 5.2 g of the title compound as a 
pale yellow, transparent and viscous liquid. 

25 

(2) Synthesis of 3,4-dihydroxybutyl 2,5,7,8-tetramethy^2-(4 , ,8 , ,12''trimethyltridecyl)-6-chromanyl carbonate 



A mixture comprising 5.0 g of 2,2-dimethyM,3-dioxolan-4-yiethyl 2,5,7,8-tetramethy l-2-(4\8\1 2- 
trimethyltridecyl>-6-chromanyl carbonate, 20 ml of tetrahydrofuran, 10 ml of methanol and 8 ml of 2N 
30 hydrochloric acid was heated under reflux for 3 hours with stirring. Then the reaction mixture was dissolved 
in ether, successively washed with water, an aqueous solution of sodium hydrogencarbonate and water, and 
dried. After distilling off the solvent, the obtained oily residue was purified by column chromatography (silica 
gel, hexane : ethyl acetate = 3.5 : 1.5) to thereby give 4.2 g of the title compound as a pale yellow, viscous 
liquid. 

35 * 1 H-NMR spectrum (60MHz, CDCfe) 5 ; 

0. 70~1. 90 (m, 40H) 1. 95{s f 3H), 2. Q0' (s, 6H), 2. 55(t,2H), 3.2 ~4.5(m, 7H. 2H, among them, 
disappeared by adding D z O). 

(3) Synthesis of 3.4-h;3(r.:cct;ncy;cxv^'Jt-/; 2,5,7 t 2-tctrc:r.ctV/^ ccr- 

OpTo a suspension comprising 5.6 g (0.01 mol) of 3,4-dihydroxybutyl 2,5,7,8-tet^amethyl-2-(4 , ,8 , ,12 , - 
trimethyKridecyl)-6-chromanyl carbonate, 5.4 g (0.03 mol) of nicotinoyl chloride hydrochloride and 100 ml 
of dry dichloromethane was slowly added dropwise 6.4 g (0.063 mol) of triethylamine under ice-cooling. 
After the completion of the addition, the mixture was stirred at room temperature for 2 hours and poured 
45 into ice/water. Then it was extracted with chloroform and the extract was repeatedly washed with water 
and dried over magnesium sulfate. After distilling off the solvent, the obtained oily crude product was 
purified by column chromatography (sifica gel, benzene: ethyl acetate = 4 : 1) to thereby give 5.7 g of 
the title compound [compound 5] as a pale yellow, transparent and viscous liquid. 

50 * T H-NMR spectrum (60Mhz, CDCI 3 ) 3 ; 

0. 70"1. 90(m. 40H), 1.93. 2. 00.2. 05 (sx3, 9H), 2. 40(t2H). 4. 45 "4. 65 (m, 4H), 5.65(m,1H), 7. 
10"7. 30(m,2H), 8. 00' 8. 20(m. 2H), 8. 45~8. 60(m, 2H), 8. 95~9. 00 (m, 2H) 
(ii) 2.8 g (0.005 mol) of 3,4-dihydroxybutyl 2,5,7.8-tetramethyl-2-(4*,8 , .12 , -trimethyltridecyl)-6-chromanyl 
carbonate, 1.85 g (0.015 moi) of nicotinic acid, 4.5 g (0.015 mol) of 2-bromo-1-methylpyridinium iodide 
55 and 5.6 g of tri-n-butylamine were added to 60 ml of pyridine. The obtained mixture was stirred by 
heating to 60* C for 3 hours. After the completion of the reaction, it was concentrated under reduced 
pressure. The residue was poured into water and extracted with ether. Then the extract was washed with 
water and 6rie6 over magnesium sulfate. After distilling off the solvent, the obtained brown caramel-like 
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residua was purified by column chromatography (silica gel, benzene : ethyl ac etate = 4 : 1) to thereby 
give 3.1 g of a pale yellow, viscous liquid. This product was identified with the compound 5 ^obtained in- 
(i). 

Example 6 

2 t 3-bis(nicotinoyloxy)-VnicotinoytoxymethyIpropyl 2,57,8-teU3methyt-2-(4\8\12 , -trimethyltridecyi>S> 
chromanyl carbonate [Compound 6] 
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(1) Synthesis of 1,4-bis(benzyloxy)-2 t 3-butanediol - 

To a solution of 6.0 g (0.022 mo!) of 1 ,4-bis-(benzyloxy)-2-butene in 80 ml of dichloromethane was 
added 5.4 g (0.022 mol) of m-chloroperbenzoic acid (purity: 70%) in four portions under ice-cooling and 
5 stirring. The resulting mixture was stirred at the same temperature for 1 hour. After filtering off the white 
precipitate thus formed, the fiHrate was poured into a 10% aqueous solution of sodium hydrosulfrte. The 
mixture was extracted with dichloromethane, washed with water and dried. After distilling off the solvent, the 
obtained residue was purified by column chromatography (silica gel, hexane/ether) to thereby give 4.2 g of 
1,4-bis(benzyloxy)-2.3-epoxybutane as a colorless liquid. 
70 * 'H-NMR spectrum (60MHz, CDCi 3 ) $ ; 

3. 1 '3. 3(m, 2H), 3. 4~3. 6(m,4H), 4. 5(s, 4H), 7. 2{s, 10H) 
4.2 g of the 1,4-bis(benzyIoxy)-2,3-epoxy butane thus obtained was dissolved in a mixture comprising 
120 ml of tetrahydrofuran and 30 ml of water. Then 30 ml of an aqueous solution containing 6 ml of 60% 
perchloric acid was added dropwise thereto under ice-cooling and stirring. After stirring at the same 
75 temperature for additional 4 hours, the reaction mixture was poured into iceAvater and extracted with ether. 
The extract was washed with water and dried. After distilling off the solvent, the obtained oily residue was 
purified by column chromatography (silica gel, hexane/ethyt acetate) to thereby give 2.7 g of 1.4-bis- 
(benzyloxy)-2,3-butanediol as a colorless liquid. 
'H-NMR spectrum (60MHz, CDCi 3 ) h ; 
20 3. 2(broad s,2H), 3. 5(d, 4H). 3. 7(t, 2H), 4. 4 (s, 4H), 7. 2(s, 10H) 

IR (CM" 1 Nujol) ; 3450 (OH) 

(2) Synthesis of 3-benzyloxy-1-benzyloxymethyl-2-hydroxypropyl 2,5,7,8-tetramethyl-2-(4 , ,8M2 , -trimethyl- 
tridecyl)-6-chromanyl carbonate ^ 

25 

5.0 g (0.01 mol) of a-tocopheroJ 6-chloroformate was dissolved in 90 ml of ether. To the obtained 
solution was slowly added dropwise a solution of 3.0 g (0.01 mol) of 1,4-bis(benzyloxy)-2,3-butanedio! in 50 
ml of pyridine under ice-cooling and stirring. After the completion of the addition, the resulting mixture was 
further stirred for 4 hours. Then the reaction mixture was poured into 100 ml of diluted hydrochloric acid 
30 and extracted with ether. The extract was washed with water and dried over magnesium sulfate. After 
distilling off the solvent, the obtained oily residue was purified by column chromatography (silica gel, 
hexane/ethyl acetate) to thereby give 4.4 g of the title compound as a colorless viscous liquid. 
'H-NMR SPECTRUM (60MHZ, CDCI 3 ) * ; 

0. 8 "1. 8{M, 38H), 1. 95, 2. 00, 2. 05 (sx3, 9H), 2. 5{t, 2H), 3. 5 "3. 8(dd, 4H), 3. 85(broad, 1H). 4. 0- 
35 (m. 1 H), 4. 5 (s, 4H), 5. 05(m, 1 H), 7. 2(s, 10H) 

* IR (cm- 1 Nujol) ; 

3400 (OH) 1760 (O-CO-O) 

2,5.7,S-:ctrsmcthy?-2-(4\S\12^^^ 



A mixture comprising 4.4 g of 3-benzyloxy-1-benzyloxymethyl-2-hydroxy propyl 2,5.7,8-tetramethyl-2- 
(4\8M2*-trimethyltridecyl)-6-chromanyl carbonate, 0.5 g of 5% palladium carbon, 150 ml of ethanol and 5 
ml of acetic acid was catalyticaiiy reduced in a hydrogen gas stream of 4 kg/cm 2 until no hydrogen was 

45 absorbed any more (approximately 3 hours). After filtering off the catalyst, the filtrate was concentrated to 
thereby reduce the amount to approximately 1/3. Then it was poured into water and extracted with ether. 
The extract was successively washed with an aqueous solution of sodium hydrogencarbonate and water, 
and dried over magnesium sulfate. After distilling off the solvent, the obtained oily residue was purified by 
column chromatography (silica gel, hexane : ethyl acetate = 2 : 1) to thereby give 4.3 g of the title 

50 compound as a colorless viscous liquid. 

! H-NMR spectrum (60MHz, CDCI3) 5 ; 

0. 8 "1. 8(rn. 38H), 2. 00(s. 3H). 2. 1 (s. 6H), 2. 5(t, 2H), 3. 5~3. 8 (dd, 4H), 3. 8(broad, 3H) 4. 0(m. 
1H), 5. 05(m. 1H) 

55 (4) Synthesis of 2,3-bis(nicotinoyloxyh1~nicotinoyfoxymethylpropyl 2,5.7 > 8-tetramethyl-2-(4',8',12 , -trimethyl- 
tridecyl)-6*chromanyl carbonate " — _______ _____ _______ 

4.0 g (0.023 mo!) of 2,3-dihydroxy-1-hydroxymethylprcpy! 2,5.7,8- tetramethy 1-2- (4\ 8', 1 2'-trimethy I- 

26 
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trtdecyf)-6-chromanyi carbonate was added to 120 ml of dichloromethano. ac d_5_.() r g~ o) triethylamine was . 
slowly added thereto under ice-ccoiing and stirring. The resulting mixture was stirred overnight and trrerv~ 
poured into water. The organic phase was collected, repeatedly washed with water and dried over 
magnesium sulfate. After distilling off the solvent, the obtained residue was purified by column chromatog- 
raphy (silica gel, hexane : ethyl acetate = 2 : 1) to thereby give 3.1 g of the title compound [compound 6] 
in the form of a white waxy product 

" 'H-NMR spectrum (60MHz, CDCI 3 ) 5 ; 

0. 8 "1. 8(m. 38H), 2. 00(s, 3H), 2. 1 (s. 6H), 2. 45{t, 2H), 4. 5 "4. 8(m, 4H), 5. 5 "5. 9(m, 2H), 7. CT7. 

3(m, 3H), 7. 9 ~& 2(m. 3H), 8. 4" 8. 6(dd, 3H) 8. 9 ~ 9. 1(dd, 3H) 

Example 7 

2,3,4«Tris(nicotinoytoxy)butyl 2,5,7 ( 8-tetramethyl-2-(4 > ,8 , > 12 , -trimethyltridecyl)-6-chromanyl carbonate 
[Compound 7] 



20 



25 



30 



35 




OCHaCeH: 



50 



27 



EP 0 436 911 A2 



(2) I 




CCompound 7 3 



(1) Synthesis of 4-benzyloxy-2,3-epoxybutyl 2,5y t 8-tetramethyl-2-(4\8\12'-lrimethyltridecyl>-6-chromanyi 
carbonate 

45 7.13 g (0.04 mo?) of 4-bep^foxy-2-buten-1-cS v/as dissolved In 250 ml of dichloromethane and 8.S g 
(0.04 mo!) of m-chloroperbenzoic acid (purity: 80%) was added thereto in four portions under ice-cooling 
and stirring. After stirring the mixture at the same temperature for additional 1 hour, the precipitate thus 
formed was filtered off. The filtrate was poured into a 10% aqueous solution of sodium hydrosutfite. 
extracted with dichloromethane, washed with water, and dried. After distilling off the solvent, the obtained 
so liquid residue was purified by column chromatography (sitica gel, hexane/ether) to thereby give 7.7 g of 4- 
benzytoxy-2,3-epoxybutan-1-ol as a colorless liquid. 
* 'H-NMR spectrum (60MHz. CDCb) S ; 

3. OS" 3. 25(m, 2H), 3. 4 ~3. 6(m, 5H). 4. 4(s. 2H), 7. 15(s, 5H) 
" IR (cm' 1 Nujol) ; 3450 (OH) 
55 10.0 g (0.02 moi) of a-tocophero! 6-ch!orcfcrmate was dissolved in 100 mi of ether. To the obtained 
solution was slowly added dropwise a solution of 4.0 g (0.02 mol) of 4-benzyloxy-2.3-epoxybutan-1-ol in 50 
ml of pyridine under ice-cooling and stirring. After the completion of the addition, the mixture was further 
stirred for 5 hours. Then the reaction mixture was poured into 150 ml of diluted hydrochloric acid, extracted 
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with ether, washed with water, and dried. After distilling off the solvent^ th e obta ined liquid residue was 
purified by column chromatography (silica ge!, hexane/ethyl acetate) to thereby give 10.8 g- of the titie- 
compound as a pale yellow, viscous liquid. 

* 1 H-NMR spectrum (60MHz, CDCI 3 ) 5 ; 

5 0. 8 "1. 8(m, 38H), 2. 0(s, 3H), 2. 1 (s, 6H), 2. 5(t, 2H), 3. T3. 3(m. 2H), 3. 6(dd.2H), 4. 3 (dd, 2H), 4. 

5(s, 2H), 7. 2(s, 5H) 

(2) Synthesis of 2,3-epoxy-4-hydroxybutyl 2,5 ? 7,8-tetrame%l-2-(4\8\12 , -trimethy)-tr[decyl)-6-chrornanyl car- 
bonate ~~" 

10 

A mixture comprising 6.5 g (0.01 mo!) of 4-benzyloxy-2,3-epoxybutyl 2 f 5,7 > 8-tetramethyl-2-{4\8\12 , - 
trimethyItridecy!)-6-chromanyl carbonate, 1 g of 5% palladium carbon, 150 ml of ethanol and 5 ml of acetic 
acid was catalytically reduced with hydrogen at an initial pressure of 4 kg/cm 2 until no hydrogen was 
absorbed any more (approximately 6 hours). After filtering off the catalyst, the filtrate was concentrated to 
75. thereby reduce the amount to 1/3, poured into water and extracted with ether. Then the extract was 
successively washed with an aqueous solution of sodium hydrogencarbonate and water, and dried. After 
distilling off the solvent, the obtained oily residue was purified by column chromatography (silica gel, 
hexane/ethyl acetate) to thereby give 4.5 g of the title compound as a colorless oily product. 

* 'H-NMR spectrum (6OMH2, CDCI3) 6 ; 

20 0. 8 "1. 8(m. 38H), 1. 95, 2. 00, 2. 05 (sx3, 9H), 2. 5(t, 2H), 2.8(broad, 1H), 3. 1 3. 4(m, 2H), 3. 7(d, 

2H), 4. 3(d, 2H) 
IR (cm"" 1 Nujol) ; 
3450 (OH), 1760 (O-COO) 

25 (3) Synthesis of 2,3,4-trihydroxybutyl 2,5,7,8-tetramethyl-2-(4\8\12 t -trimethyltridecyl)-6-chromanyl carbonate 

4.0 g (0.0073 moi) of 2,3-epoxy-4-hydroxybutyl 2,5.7,8-tetramethyl-2-(4 , ,8 , ,12 , -trimethyltridecyl)-6- 
chromanyl carbonate was dissolved in a mixture of 140 ml of tetrahydrofuran with 50 ml of water. To the 
obtained solution was slowly added dropwise 30 ml of an aqueous solution containing 10 ml of 60% 
30 perchloric acid under ice-cooling and stirring. After stirring at 5 to 10* C for additional 5 hours, the reaction 
mixture was poured into water and extracted with ether. Then the extract was washed with water and dried 
over magnesium sulfate. After distilling off the solvent the obtained residue was purified by column 
chromatography (silica gel, hexane : ethyl acetate = 3 : 1) to thereby give 2.6 g of the title compound as a 
pale yellow and starch syrup-like product 
35 * 'H-NMR spectrum (6OMH2, CDCb) 5 ; 

0. 8 "1. 8 (m, 38H). 1. 95, 2. 00, 2. 05 (sx3, 9H), 2. 45(t, 2H) ( 2. 8~3. 1 (broad. 3H). 3. 6 ~4. 2(m. 4H), 
4. 3 (d, 2H) 

* !R ,'crr" 1 Nu]c!) ; 

3*00 {OH}. 1 750 (CVCC-O) 

(4) Synthesis of 2,3,4-tris(nicotinoyloxy)butyl 2,5 t 7.8-tetrameihyt-2-(4\5\12 > -uimethyItrioocyl) S chrsTOfly? 
carbonate ~ ~~ 

2.4 g (0.0042 mo!) of 2,3,4-trihydroxybutyl 2.5,7,8-tetramethyl-2-(4\8\12'-tt 
45 carbonate and 3.0 g (0.017 moi) of nicotinoy! chloride hydrochloride were added to 100 mi of dich- 
loromethane. To the obtained solution was slowly added dropwise 3.5 g of triethylamine under ice-cooling 
and stirring. After stirring overnight, the reaction mixture was poured into water and extracted with 
dichloromethane. Then the extract was washed with water and dried. After distilling off the solvent the 
obtained residue was purified by column chromatography (silica gel, hexane/ethyl acetate = 3 : 1) to 
50 thereby give 2.0 g of the title compound [compound 7] as a white waxy product 
'H-NMR spectrum (6OMH2. CDCI 3 ) 6 ; 

0. 8 "1. 8(m. 38H), 1. 98(s, 3H), 2. 05 (s, 6H), 2. 50(t 2H), 4. 7(m, 4H), 5. 9 (m, 2H), 7. 2(m, 3H), 
8/T8. 2(m, 3H), 8. 6(dd, 3H), 9. 0(dd, 1H), 9. 1(dd, 2H) 

* IR (cm~* Nujol) ; 

55 1 730 (COOAr), 1 760 (O-CO-O) 

Example 8 
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2,2-Bis(nicotinoybxymethyQpropyl 2.57,8-tetramethyl-2-(4\8\^ carbonate^. 



[Compound 8] 
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(1) Synthesis of 2.2,5-trimethyM ,3-dioxaiv5-yImcthyl 2 t 57,8-tetram8thyl-2-(4',8 l ,12 , -tfimcthyltridocyfhS' 
55 chromanyl carbonate 

20.0 g (0.17 mol) of 2,2-bis(hydroxymethy()propan-1-o! was dissoh/ed in a mixture of 100 ml of acetone, 
50 ml of benzene and 50 ml of petroleum ether. 0.5 g of p-toluenesulfonic acid was added thereto and the 

in 
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resulting mixture was boiled by heating. Then the mixture was refluxed for approximately 8 hours while 
removing the water thus formed. After cooling, 10 g of potassium acetate was added thereto ^and the- 
mixture was stirred for 20 minutes. After filtering off inorganic matters, th8 obtained colorless transparent 
filtrate was concentrated. Thus 24.5 g of a crude product of 2,2,5-trimethyM t 3-dioxan-5-ylmethanol was 
5 obtained. This product possessed a high purity and thus used in the subsequent reaction as such. 

* 'H-NMR spectrum (60MHz, CDCI3) * ; 

0. 80(s, 3H). 1. 34, 1. 37(sx2, 6H), 3. 0 {broad. 1H). 3. 5(s. 6H) 
To a mixture comprising 3.8 g (0.024 moi) of the 2,2,5-trimethyI-1,3-dioxan-5-yImethanol obtained 
above, 14 ml of pyridine and 50 m! of dichiorcmethane was added dropwise a solution of 9.8 g (0.02 moi) of 
10 a-tocophero! 6~chloroformate in 40 ml of dichloromethane within 50 minutes under stirring at room 
temperature. The reaction mixture was further stirred at room temperature for 20 hours and then extracted 
with 300 ml of ethyl acetate and 100 ml of 2 N hydrochloric acid. The extract was washed with water and 
dried over magnesium sulfate. After distilling off the solvent, the obtained residue was purified by column 
chromatography (silica gel, benzene). Thus 10.3 g of the title compound was obtained as a pale yeliow, 
75 viscous liquid. 

* 'H-NMR spectrum (6OMH2, CDCb) 5 ; 

0. 8 -1. 9(m, 47H), 1 . 95(s, 3H), 2. 05 (s, 6H), 2. 5(t, 2H), 3. 55(s, 4H), 4. 23 (s, 2H) 
IR (cm" 1 Liq. film) ; 
1760 (OH) 

20 

(2) Synthesis of 2 t 2-bis(hydroxymethyl)propyl 2 t 5 t 7,8-tetramethyl-2>(4 , > 8\12 r -trimethy[tridecyl)-6^romanyl 
carbonate ~ ~~ ~ ~" ~~ 

10 g of 2,2,5-trimethyM ,3-cfioxan-5-ylmethyi 2,5,7,8-tetramethyl-2*(4 , ,8 , ,1 2'-trimethy ltridecyl)-6- 
25 chromanyl carbonate was dissolved in a mixture of 70 ml of 2 N hydrochloric acid and 35 ml of methanol 
and heated under reflux for 4.5 hours. After cooling, the reaction mixture was extracted with 500 ml of ethyl 
- acetate and 400 ml of water. The extract was washed with water, dried and concentrated. Then the obtained 
residue was purified by column chromatography (silica gel, hexane/ethyl acetate). Thus 7.4 g of the title 
compound was obtained as a colorless and starch syrup-like product. 
30 * ^-NMRspectrum (60MHz, CDCI3) 5 ; 

0. 8 -1. 9(m, 41 H), 1. 95(S, 3H), 2. 05 (s, 6H), 2. 55(t 2H), 2. 9 (brosd, 2H). 3. 0(broad s, 4H). 4. 24(s, 
2H) 

(3) Synthesis of 2,2-bis(nicotinoyloxymethyl)propyl 2 > 5,7 > 8-tetramethyl>2>(4 , ,8M2 , -trimethyltridecyl)-6- 
35 chromanyl carbonate 

7.0 g (0.01 moi) of 2,2-bis(hydroxymithyl)propyl 2 t 57 l 8-tetramethyh2^4\8\12Mrim^^ 
chrsmanyl carbonate end 8.6 g (004 moi) of nicotlnoyl chloride hydrochloride were suspended in 100 m! of 
dicMo'OT^elhane^ To the obtained suspension was siowiy added Gropwise 9.V g of tricihy limine uiiwf lc=~ 
.>2 cccSrt^ tt'^'.r^. A'ler' l*">e rnmr-.fptinn of tho addition* the reaction mixiuro was iunod cX room 
temperature for 20 hours, poured into water, and extracted wiili eil»yl acetate. The extract was weehod wit* 
water and dried over magnesium sulfate. After distilling off the solvent, the obtained residue was purified by 
column chromatography (silica gel, hexane : ethyl acetate = 2:1). Thus 8.0 g of the title compound 
[compound 8] was obtained as a pale yellow, viscous liquid. 
45 ° : H-N?vjr? spectrum (SGMH? CDC Is) 5 ; 

0. 8 ~1. 9(m, 41H), 1. 92, 1. 96, 2. 05 (sx3, 9H), 2. 5(t, 2H). 4. 32, 4. 38 (sx2. 6H), 7. 1"7. 3(m, 2H). 7. 
96~ 8. 20(m, 2H), 8. 5~8. 62{m, 2H), 8. 96 "9. 10(m, 2H) 

Example 9 

so 

3-Me%l-2,3-bis(nicotinoyloxy)butyl 2,5 > 7 t 8-tetramethyl'2-(4 , ,8 , ,12 t -trimethy(tridccyl)-6-chromanyl carbonate 
[Compound!?] 
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y; .slow ! -2-f£\3\t 2'-tr:rr. sihy ttrieecy •j-S-c^'ro*" ? ^ y » carbonate 



45 



50 



55 



1.8 g (0.02 mo!) of 3-methyl-2-buten-1-ol was dissolved in 20 ml of pyridine. To the obtained solution 
was slowly added dropwise 30 ml of a solution of 10.0 g (0.02 mol) of a-tocophero! 6-chloroformate in ether 
under ice-coofing and stirring. After stirring at the same temperature for 2 hours, the reaction mixture was 
poured into diluted hydrochloric acid and extracted with ether. The extract was washed with water and 
dried. After distilling off the solvent, the obtained pale yellow, oily residue was purified by column 
chromatography (silica gel, hexane : ethyl acetate = 4:1). Thus 10.2 g of the title compound was obtained 
as a colorless viscous liquid. 

'H-NMR spectrum (60MHz, CDCI 3 ) 5 ; 

0. 8 "1. 9(m, 38H), 1. 75<s, 6H), 1. 98, 2. 00, 2. 05(s x 3, 9H), 2. 45(t, 2H), 4. 60(d, 2H), 5. 4(t, 1H) 
IR (cm -1 Uq. film) ; 
1760 (OCO-O) 

(2) Synthesis of 2,3-epoxy-3-methylbutyl 2 t 5,7,8-tetramethyl>2>(4 , > 8M2 , 'trimethyltridecylV6>chromanyl car- 

bonate 

9.7 g (0.018 mol) of 3-methyl-2-butenyl 2 r 5J,8-tetrameuiyl-2K4\8\12 , -trimethyltridecyl)-6-chromanyl 
carbonate was dissolved in 100 ml of dichloromethane. To the obtained solution was added 4.3 g (0.02 mol) 
of m-chloroperbenzoic acid (purity: 80%) under ice-cooling and stirring. The mixture was then stirred at the 
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same temperature for 1 hour. After filtering off the white precipitate thus formed rtlie filtrate was poured into_ 
an aqueous solution of sodium hydrosuffrte and extracted with dichloromethane. The extract was washed 
with water and dried. After distilling off the solvent, the obtained oily residue was purified by column 
chromatography (silica gel, hexane : ethyl acetate = 5:1). Thus 9.1 g of the title compound was obtained 
5 as a colorless viscous liquid. 

'H-NMR spectrum (60MHz, CDCfe) 6 ; 

0. 8 "1. 8(m, 44H), 2. 0(s, 3H), 2. 1 (s. 6H), 2. 45(t, 2H), 3. 0 (t 1H). 4. 2 (dd. 2H) 
IR (cm" 1 Uq. film); 
1760 (O-CO-O) 

10 

(3) Synthesis of 2,3-dihydroxy-3-methytbutyl 2 t 5,7 i 8-tetramethyl-2-(4 , ,8 T > 12 > -trimethyitridecyl)-6-chromanyl 
carbonate 

8.5 g of 2,3-epoxy-3-methyibutyI 2 > 5,7,8-tetramethyl-2-(4 , ,8 , ,12'-trimethyltridecyl)-6-chromanyt carbonate 
75 was added to 300 ml of tetrahydrofuran and 150 ml of water. To the resulting mixture was slowly added 
dropwise a solution obtained by diluting 60% of perchloric add with 20 m! of water under ice-cooiing and 
stirring. After the completion of the addition, the reaction mixture was further stirred for additional 4 hours 
and then poured into ice/water, followed by extracting with ether. The extract was washed with water and 
dried. After distilling off the solvent, the obtained oily residue was purified by column chromatography (silica 
20 gel, benzene : ethyl acetate = 8:1). Thus 5.4 g of the title compound was obtained as a colorless viscous 
liquid. 

' ^-NMR spectrum (60MHz, CDCb) 5 ; 

0. 8 "1. 8(m. 44H), 1. 95(s, 3H), 2. 1 (s, 6H). 2. 45(t 2H), 3. 2 "4. 0(m, 5H) 
* IR (cm" 1 Uq. film) ; 
25 1760 (O-CO-O), 3400 (OH) 

(4) Synthesis of 3-methyl-2,3-bis(nicotinoyIoxy)butyl 2,5 1 7,8-tetramethyl-2'(4 , ,8M2 , 'trimethyltridecyl)-6- 
chromanyl carbonate 

30 2.2 g (0.0038 mol) of 2 f 3-dihydroxy-3-methylbutyl 2,5.7.8-tetramethyi-2-(4 , ,8M2 , -trimethyltridecyl)^ 
chromanyl carbonate and 2 g (0.02 mol) of triethylamine were dissolved in 50 ml of dichloromethane. To the 
obtained solution was added 2.6 g (0.0144 mol) of nicotinoyl chloride hydrochloride in three portions under 
ice-cooling and stirring. Then the mixture was stirred at the same temperature for additional 2 hours and 
poured into water, followed by extracting with ether. The extract was washed with water and dried. After 

35 distilling off the solvent, the obtained yellow oily residue was purified by column chromatography (silica gel, 
benzene : ethyl acetate = 5:1). Thus 1.5 g of the title compound [compound 9] was obtained as a pale 
yellow, viscous liquid. 

° v » »»**•-» — — orw^v x - 

!! >t>ni| n;nrt*|M...i ^« %• * ~ " , , - . 

0. 8 ~1. S;m, MHj, i. 95(« 3r?;. 5. ^ Bo). P. 45(i, 2X) 4. Cfc\ 2H}, 5. 5 ~5. S(m, 7. 3*7. 5{r*\ 
^ 2H). «, 1 (HH PHV 8 Bind; & u*a, *r») 

IR (cm** 1 Uq. film); 
1760, 1730 (O-CO-O, COOAr) 

Example 10 

45 " 

4-Nicotinoyloxy-3-nicotinoy loxymethy Ibutyl 2,5,7,8-tetramethyl'2»(4\8\12,-trimethyftridecyi)^chromanyl car- 
bonate [Compound 10] 
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so (1) Synthesis of 4-hydroxy-3-hydroxymethytbuty) 2 t 5 t 7,8-telfamethyl'2-(4 t t 8M2''trimcthyt tridscyl)-6- 
chromanyl carbonate 

To a solution comprising 11.4 g (0.04 mo!) of 4-(2-tetrahydropyranyloxy)-3-(2-tetrahydropyranytox- 
ymethyl)butarM-ol, 5.5 g (0.07 mo!) of pyridine and 90 ml of dichloromethane was added dropwise a 
55 solution of 19.9 g (0.04 mol) of a-tocopherol 6-chforoformate in 50 ml of dichloromethane under ice-cooOng 
and stirring within 30 minutes. The reaction mixture was further stirred at room temperature overnight After 
concentrating the reaction mixture under reduced pressure, the obtained residue was dissolved in 500 ml of 
ether, washed with water and dried. After distilling off the solvent. 28.7 g of 4K2-tetrahydropyrany!oxy)-3-<2- 

35 
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tetrahydro-pyrany?oxymethyI)buty! 2,5.7,8-tetrame%K2-(4\8\12 I -m'me%Itride^ carbonate 
was obtained as a pale yellow, viscous liquid. This product was highly pure and thus used in the 
subsequent step as such without carrying out any purification treatment. 

27.5 g (0.037 moi) of the 4-{2-tetrahydropyranyloxy)-3-(2-tetrahydropyranyloxymethyl)butyl 2,5.7,8- 
tetramethyl-2-{4 , ,8',12 , -trimethyitridecyl)-6-chromanyl carbonate prepared in the above step was dissolved in 
300 ml of methanol. To the obtained solution v/as added 5 g of p-to!uenesuffonic acid followed by stirring at 
room temperature for 1 hour. 1 I of water was added to the reaction mixture and the oily matter thus 
separated out was extracted with ether. The extract was, washed with water and dried. After distilling off the 
solvent, the obtained oily residue was purified by column chromatography (silica ge!, hexane : ethyl acetate 
= 3:1). Thus 16.5 g of the title compound was obtained as a colorless viscous liquid. 
'H-NMR spectrum (60MHz. CDC! 3 ) 5 ; 

0. 8 "1. 8(m, 41 H). 1. 95(s, 3H), 2. 1 (s. 6H), 2. 50(t, 2H), 2. 95(broad. 2H), 3. 72(s. 4H), 4. 1 "4. 4 (m, 
2H) 

IR (cm" 1 Liq. film) ; 

1760 (O-COO). 3400 (OH) 

[Z) Synthesis of 4-nicrtinoytoxy-3-nicotinoyioxymethyIbutyl 2,5,7,8- tetramethyl-2-(4' ,8\12'-trimethy ItridecyJ)- 
6-chromanyl carbonate ~~ — — — 



1.6 g (0.03 mo!) of 4-hydroxy-3-hydroxy methyl-butyl 2,5,7,8*tetramethyl-2-(4 , ,8 , P 12 , -trimethyltridecyl)-6- 
chromanyl carbonate and 1.5 g (0.09 mol) of nicotinoyl chloride hydrochloride were added to 40 ml of 
dichloromethane. To the obtained mixture was slowly added dropwise 2.3 g of triethylamine under ice- 
cooling and stirring. After the completion of the addition, the mixture was further stirred at room temperature 
for 6 hours and poured into water followed by extracting with dichloromethane. The extract was washed with 
water and dried. After distilling off the solvent, the obtained oily residue was purified by column chromatog- 
raphy (silica gel, chloroform). Thus 1.7 g of the title compound [compound 10] was obtained as a colorless 
viscous liquid. 

^-NMR spectrum (60MHz, CDCfe) 5 ; 

0. 8 "1. 8(m, 41H), 1. 97(s, 3H), 2. 1 (s, 6H), 2. 50(t, 2H), 4. 3(m, 2H), 4. 45 (d, 4H), 7. 1 ~7. 3(m, 2H), 

8. 05(m, 2H). 8. 5(m. 2H). 9. 0(m, 2H) 

IR (cm" 1 Liq. film) ; 

1758, 1725 (O-COO, COOAr) 

Example 11 

2-Methyl-2 t 4-bis(nicotinoyloxy)butyl 2,5,7,8-tetramethyl-2-(4 t ,81 M 2-trimethyltridecy i)-6-chromanyl carbonate 
[Compound 11] ' — — — — — — 
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(1) Synthesis of 2,4HJihydroxy-2-methyibutyl 2 ( 57,S-tetramethyh2>(4\8\12 , >trimemyltridecyl)>&K:hromanyt 
carbonate 



55 



4.4 g (0.022 mo!) of 44>enzyIoxy-2-hydroxy-2-methyIbutan-1-oI was dissolved in 50 ml of pyridine. To 
the obtained solution was added dropwise a solution of 10.8 g (0.022 moi) of a-tocopherol 6-chIoroformate 
in 100 ml of ether within 30 minutes under ice-cooling and stirring. The reaction mixture was further stirred 
under tee-cooling for 2 hours. Next, the reaction mixture containing a precipitate of pyridine hydrochloride 
was poured into diluted hydrochloric acid and extracted with ether. The extract was washed with water and 
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dried. After distilling off the solvent, the obtained oily residue was purified by cofumn chromatography Xsilica_. 
gel, hexane : benzene = 5:1). Thus 11.0 g of 4-benzyloxy-2-hydroxy-2-methylbutyJ 2,5,7,8-tetramethyl-2- 
(4\8\12Mrimethyltridecyi)-6-chrornanyl carbonate was obtained as a colorless viscous liquid. 
IR (cm -1 Liq. film) ; 
5 1760{O-CO-O), 3450 (OH) 

10.0 g (0.01 mol) of the 4-bercytoxy-2-hydroxy-2-methy!butyl 2,5,7,8~tetramethy!-2-(4\8M2 , -trimethyI- 
tridecyi)-6-chromanyi carbonate obtained in the above step, 2.0 g of palladium carbon, 200 ml of ethanol 
and 10 ml of acetic acid were mixed together. The obtained mixture was then catalytically reduced under a 
hydrogen pressure of 4 kg/cm 2 for 6 hours. After the completion of the reduction, the catalyst was filtered 
io off and the filtrate was concentrated to thereby reduce the amount to approximately 1/3, poured into water, 
and extracted with ether. The extract was washed with water and dried. After distilling off the solvent, the 
obtained oily residue was purified by column chromatography (silica gel, hexane : ethyl acetate = 3:1). 
Thus 8.7 g of the title compound was obtained as a colorless viscous liquid. 
'H-NMR spectrum (60MHz, CDCI 3 ) 5 ; 
75 0. 8 "1. 8(m, 43H), 1. 95(s, 3H), 2. 1 (s. 6H), 2. 50(t, 2H). 3. 3~4. 3(m, 6H) 

IR (cm" 1 Liq. film) ; 
1760 (O-COO), 3500 (OH) 

(2) Synthesis of 2-roethyI-2.4-bis(nicotinoyIoxy)butyl 2,5 t 7 t 8-tetramethyl~2-(4',8\l2 , >trimethyltridecl)>6- 
20 chromanyl carbonate 

5.2 g (0.009 mo!) of 2.4-dihydroxy-3-ethylbutyl 2,5,7.8-tetramethyh2-(4 , ,8 , ,12 , -trimethyItridecy!)-6- 
chromanyl carbonate and 4:8 g (0.027 mol) of nicotinoyl chloride hydrochloride were added to 100 ml of 
dichioromethane. To the obtained mixture was slowly added dropwise 6 g of triethylamine under ice-cooling 
25 and stirring. After the completion of the addition, the reaction mixture was further stirred at room 
temperature for 6 hours, then poured into water and extracted with dichioromethane. The extract was 
washed with water and dried. After distilling off the solvent, the obtained oily residue was purified by column 
chromatography (silica gel, chloroform). Thus 5.5 g of the title compound [compound 11] was obtained as a 
white waxy product 
30 " 1 H-NMR spectrum (60MHz, CDCb) 6 ; 

0. 8 "1. 8(m, 43H), 1. 95(s, 3H), 2. 0 (s. 6H), 2. 5(t, 2H), 3. 3~3. 8(m, 4H), 7. 1 "7. 3(m, 2H), 8. 0~8. 3- 

(m, 2H), 8. 6(dd, 2H). 9. 0(dd. 2H) 

IR (cm^ 1 Liq. film) ; 

1760, 1740 (O-CO-O. COOAr) 

35 

Example 12 

3 -Methy!-3,4-bis(nicQtmoyloxy)butyl 2,5,7,8-tetramethyh2-(4\8\12 9 -trimethyfiridecyl)-6-chromanyl carbonate 
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75 (1) Synthesis of 3,4-dihydroxy-3-methytbutyl 2,57>8>tetramethyt-2-(4 , > 8 T ( 12 , -trimethyltrfdecyl)>6>chromany » 
• carbonate '. " ~" 



2.0 g (0.023 mol) of 3-methyl-3-buterH-ol was dissolved in 20 ml of pyridine. To the obtained solution 
was added dropwise a solution of 10.0 g {0.02 mol) of a-tocopherol 6-chloroformate in 50 ml of ether within 
20 30 minutes under ice-cooling and stirring. The resulting mixture was further stirred under ice-cooling for 2 
hours. Then the reaction mixture containing a precipitate of pyridine hydrochloride was poured into diluted 
hydrochloric acid and extracted with ether. The extract was washed with water and dried. After distilling off 
the solvent, the obtained oily residue was purified by column chromatography (silica gel, hexane : benzene 
= 5:1). Thus 9.2 g of 3-methyl-3-butenyl 2,57 ? 8-tetramethyl-2-(4 , t 8*,12 , -trimethyltridecyl)-6-chromanyl 
25 carbonate was obtained as a colorless viscous liquid. 
IR (cm" 1 Liq. film) ; 
1760 (O-CO-O) 

8.2 g (0.015 mol) of the 3-methyl-3-butenyl 2 t 5,7.8-tetramethyl-2-(4 , ,8 , ,12 , -trimethyltridecyl)-6-chromanyI 
carbonate obtained in the above step was dissolved in 200 ml of dichlorom ethane. To the obtained solution 

30 was added 4.0 g (0.0185 mol) of m-chloroperbenzoic acid (purity: 80%) in four portions under ice-cooling 
and stirring. Then the mixture was further stirred at the same temperature for 1 hour. After filtering off the 
white precipitate thus formed, the filtrate was poured into an aqueous solution of sodium hydrosulfrte and 
extracted with 200 ml of dichloromethane. The extract was washed with water and dried. After distilling off 
the solvent, the obtained oily residue was purified by column chromatography (silica gel, hexane/ethcr). 

as Thus 8.3 g of 3,4-er^xy-3-methylbutyl-2,5,7,8-tetramem^ carbon- 
ate was obtained as a colorless viscous liquid. 
'H-NMR spectrum (60MHz, CDCI 3 ) 5 ; 

C. 8 8;m, 43tt, 2. C,'s, 3K), 2. 1 (s, 2. 45{t, 2H), 2. 3(4. 2H), 4. 3 (t. 2H) 

.. . % _„.. »* , • 

, — m -/r»r» t* \ t~*t~\ »~\\ 

72 g (0.013 mol) of the 3,4-epoxy-3-methylbutyl 2,5,7,8-tetramethyl-2-(4 , ,8M2 , -trimethyltridecyl)-6- 
chromanyl carbonate, 200 ml of tetrahydrofuran and 50 ml of water were mixed together. To the obtained 
mixture was slowly added dropwise 30 mi of an aqueous solution containing 12 ml of 60% perchloric acid 
under ice-cooling and stirring. After the completion of the addition, the mixture was further stirred for 3 
43 hours and trten pcureo into rceAvatcr. After confirming then no peroxide remained with potassium »odio*9 
starch paper, the mixture was extracted with 500 ml of ether. The extract was washed with water and dried. 
After distilling off the solvent, the obtained oily residue was purified by column chromatography (silica gel, 
benzene : ethyl acetate = 8:2). Thus 5.4 g of the title compound was obtained as a colorless viscous 
liquid. 

50 * % H-NMR spectrum (60MHz, CDCI 3 ) 5 ; 

0. 8 "1. 8(m, 43H), 1. 95(s, 3H), 2. 0 (s. 6H). 2. 45(t 2H), 3. 8(s, 2H), 3. 9 ~4. 2(m. 4H) 

IR (cm"" 1 Liq. film) ; 

1760 (O-CO-O), 3450 (OH) 

55 (2) Synthesis of 3-methyl-3,4-bis(nicotinoyIoxy)-butyl 2.5,7 t 8-tetramethyl-2-(4 , > 8 t ,12'>U1methyltridecyl)-6- 
chromanyl carbonate ~~~ — 



2.9 g (0.005 mol) of 3.4-dihydroxy-3-methyIbutyl 2.5.7, 8-tetramethyl-2-(4 , ,8M2 > -trimethylUtdecyl)-6- 
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chromanyl carbonate and 2.7 g (0.015 mo!) of nicotinoy chloride hydrochlo ride w ere' added to 100 mi of 
dichloromethane. To the obtained mixture was slowly added dropwise 6 g of triethylamirte. -After- the— 
completion of the addition, the mixture was further stirred at room temperature for 6 hours, then poured into 
water and extracted with dichloromethans. The extract was washed with water and dried. After distilling off 
5 the solvent, the obtained oily residue was purified by column chromatography (silica gel, chloroform). Thus 
2.3 g of the title compound [compound 12] was obtained as a colorless viscous liquid. 
* ^H-NMR spectrum (60MHz, CDCI 3 ) 5 ; 

0. 8 "1. 8(m, 43H), 2. 0{s. 3H), 2. 1 (s. 6H), 2. 4(t, 2H) f 2. 6 (t, 2H), 2. 9 (s, 2H), 7. 3(m, 2H), 8. 1(m, 
2H). 8. 6 (dd, 2H), 9. 1(d, 2H) 
70 * IR (cm -1 liq. film) ; 

1760, 1730 (OCO-O, COOAr) 

Example 13 

75 3-Nicotinoyloxy-2,2'bis(nicotinoyloxymethyl)propyl 2,5,7,8-tetramethyl-2-(4 > t 8 , ,12Mrimethyltridecyl>6-chro> 
many) carbonate [Compound 13] 



0 




41 




30 (1) Synthesis of 5-hydroxymethyl-2-phenyM ,3-dioxan-5-ylmethyl 2,5,7,8-tetr amethy l-2»<4' ,8' , 1 2'- 
trimethyltridecyl)-6-chromany) carbonate ~ ~ 

22 g (0.01 moi) of monobenzatpentaerythritol and 1.2 g (0.015 moi) of pyridine were dissolved in 100 
ml of dichloromethane. To the obtained solution was added dropwise a solution of 4.9 g (0.01 moi) of a- 
35 tocopherol 6-chloroformate in 20 ml of dichloromethane within 30 minutes under ice-cooling and stirring. 
After the completion of the addition, the mixture was further stirred under ice-cooling for 2 hours. Then the 
reaction mixture containing a precipitate of pyridine hydrochloride was poured into diluted hydrochloric acid 
a*>d etfrscted w'th dichloromsthane. The extract was washed with wator and dried. After d:st:!!:r.^ eff the 
Gclvcat. the obtained aiJy rcaidue v/as aurifiad by ccl'jmr? c h r c r 0 3 * c q r ? p ^ y (s^*c? n ?* J c' r \' r y r o'o rrri }. Tn» ic 5 5 
4u i| ui titw uus co»itpwu«t«j rrcu> o^iui do ci pci.e j c.Ie.v, *."ceCw3 !*^u"a. 
* 'H-NMR spectrum (60MHz, CDCb) S ; 

0. 8 "1. 8(m, 38H), 2. 0(s. 3H) f 2. 1 (s, 6H), 2. 5(t f 2H), 3. 2~4. 2(m f 8H), 4. 65(s, 1H), 5. 3<m, 1H), 7. 
2"7. 3 (m, 5H) 
IR (cm"" 1 Liq. film) ; 
45 1 755 (O-CO-C). 3450 (OH) 



(2) Synthesis of 3-hydroxy-2,2-bis(hydroxymethyl)-propyl 2,5 t 7,8-tetramethyl-2-(4\8\12 , -trimethylUidecyl)-^ 
chromanyl carbonate — — — 

50 5.3 g of 5-hydroxymethyl-2-phenyi-1 ,3-dioxan-5-ylmethyl 2 t 5 t 7,8-tetrameihyI-2-(4 , .8 , ,12 , -uirnethyl- 
tridecyf)-6-chromanyl carbonate was dissolved in 50 ml of acetic acid. To the obtained solution was added 
0.3 g of 10% palladium carbon. Then the mixture was catalytically reduced under a hydrogen pressure of 3 
kg/cm 2 . After filtering off the catalyst, the filtrate was poured into water. The oily matter thus precipitated 
was extracted with ether. The extract was successively washed with water, an aqueous solution of sodium 

55 hydrogencarbonate and water, and dried. After distilling off the solvent, 4.5 g of a colorless and resinous 
product was obtained. It was purified by column chromatography (silica gel. benzene : ethyl acetate = 1 : 
1). Thus 3.7 g of the title compound was obtained as a colorless waxy solid. 
'H-NMR spectrum (60MHz. CDCb) S ; 



42 



EP 0 436 911 A2 



0. 8 -1. 8(m, 38H), 2. 0(S, 3H), 2. 1 (s, 6H), 2. 5(t, 2H), 3. 6(m, 9H), 4. 2 (s y 2H) — 

* IR (cm" 1 Liq. film) ; — 

1760 (OCO-O). 3450 (OH) 

s (3) Synthesis of ^nicotlnoyloxy^^bis^nicotinoyloxymethyQpropyl 2 t 57 > 8-tetramethyl-2>(4 , t 8M2 , ~trimethyh 
tridecyl)-6-chromanyl carbonate 

3.55 g (0.006 mol) of 3-hydroxy-2,2-bis-(hydroxymethyI)propyI 2,5,7 f 8-tetramethyl-2-(4 , ,8M2 , -trimethy!- 
tridecyl^-chromanylcarbonate, 4.4 g (0.036 mol) of nicotinic acid. 10.8 g (0.036 mol) of 1-methyl-2- 
io bromopyridmium iodide and 11.2 g (0.06 moi) of tri-n-butylamine were added to 50 ml of pyridine and the 
obtained mixture was stirred at 50* C for approximately 2 hours in a nitrogen gas stream. After distilling off 
the pyridine under reduced pressure, the residue was extracted with ether. The extract was washed with 
water and dried. After distilling off the solvent, the obtained brown oily residue was purified by column 
chromatography (silica gel, benzene : ethyl acetate = 1:1). Thus 4.8 g of the title compound [compound 
75 13] was obtained as a colorless viscous liquid. 

' 1 H-NMR spectrum (60MHz, CDCb) 5 ; . 

0. 8 -1. 8(m, 38H). 1. 95(s, 3H). 2. 0 (s, 3H). 2. 05{s, 3H). 2. 5(t, 2H). 4. 6 (broad s, 8H), 7. 2(m, 3H). 8. 
2(m, 3H), 8. 6(m, 3H), 9. 0(m. 3H) 
IR (cm" 1 Liq. film) ; 
20 1760, 1730 (OCOO. COOAr) 

Example 14 

2'Methyl>2,3 ,4-tris(nicotinoyloxy)butyl 2^ 7,8-tetramethyl-2-(4 , > 8 , 12 , -trimethyltridecyl)-6-chromanyl carbon- 
25 ate [Compound 14] 
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75 

[Compound 14 3 



20 

(1) Synthesis of 4-benzyloxy-2 l 3-erx?xy-2Hine%lbutyl 2 t 5,7 t 8-tetramethy!-2>(4 , > 8M2 , -trimethyltridecyl>6' 
chromanyt carbonate 

4.2 g (0.02 mol) of 4-benzy!oxy-2,3-epoxy-3-methy!birtafH-ol was dissolved in 50 ml of pyridine. To the 
25 obtained solution was added dropwise a solution of 11.0 g (0.02 mol) of a-tocopherol 6-ch!oroformate in 50 
ml of ether within 30 minutes under ice-cooling and stirring. The mixture was further stirred under ice- 
cooling for 2 hours. Then the reaction mixture containing a precipitate of pyridine hydrochloride was poured 
into diluted hydrochloric acid and extracted with ether. The extract was washed with water and dried. After 
distilling off the solvent, the obtained oily residue was purified by column chromatography (silica gel, 
30 hexane/ben2ene). Thus 9.0 g of the title compound was obtained as a pale yellow, viscous liquid. 
# ^-NMR spectrum (60MHz. CDCfe) S ; 

0. 8 "1. 8(rn. 41 H), 2. 0(s f 3H) f 2. 05 (s, 6H), 2. 5(t, 2H), 3. 1(t, 1H), 3. 5 (d. 2H). 4. 05(d, 2H), 4. 4(s, 
2H), 7. 15 (S, 5H) 
IR (cm -1 Liq. film) ; 
35 1760 (OCO-O) 

(2) Synthesis of 4-benzyloxy-2 < 3-dihydroxy-2-methylbutyl 2 t 57,8-tetramethyl-2-(4\8\12 , -mmethyltridecy0-6- 

^ • ^Ju^-s^-,*^ 

(■) »f < MHUi.jr . — — 



to 8.R c (0 013 moii oi 4-bcrayk>xy-2.S-BH^y-2 ■ »>JuV,2zJt/. 2£,/,£ trtrr!T!c!hyK?^4\S , t 12 B ^!«?^hw«- 
tridecyl)-6-chromanyl carbonate, 150 ml of tetrahydrofuran and 30 ml of water were mixed together. To the 
obtained mixture was slowly added dropwise a solution of 7 ml of 60% perchloric acid in 20 ml of water 
under ice-cooling and stirring. After the completion of the addition, the mixture was further stirred at the 
same temperature for 4 hours and then poured into water. After confirming that no peroxide remained 
45 therein with potassium iodide starch paper, the mixture was extracted with ether. The extract was washed 
with water and dried. After distilling off the solvent, the obtained oily residue was purified by column 
chromatography (silica gel, benzene : ethyl acetate = 8:2). Thus 4.8 g of the title compound was obtained 
as a pale yellow, viscous liquid. 

* 1 H-NMR spectrum (60MHz, CDCl 3 ) 5 ; 
so - 0. 8 "1. 8 (m, 41 H), 2. 0(s, 3H), 2. 05 (s, 6H), 2. 5{t, 2H), 3. 0(broad, 2H), 3. 7 "4. 2(m, 3H) ( 4. 2(d, 
2H), 4. 5 (s, 2H), 7. 2(s. 5H) 
" IR (cm* 1 Liq. film) ; 

1760 (O-CO-O), 3450 (OH) 

55 (3) Synthesis of 2-methyl-2 > 3,4'tris(nicotinoyloxyhbutyl 2,57>8-tetramethyl-2-(4 , ( 8\12 t >trimethyltridecylh6> 
chromanyl carbonate 

2.1 g of 4-benzy!oxy-2>dihydiwy-2-methyibiityl 2,5.7.8-tetramethyl-2-(4' eM^-trimethyltridecy^G- 
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15 



20 



chromanyl carbonate, 0.3 g of 5% palladium carbon, 80 ml of ethano! and 8 ml of acetic add wsre mixed- 
together and the obtained mixture was catalyticaliy reduced under a hydrogen pressure of 4 kg/cm 2 . After 
the completion of the reaction, the catalyst was filtered off and the filtrate was poured into water. The oily 
matter thus separated out was extracted with ether. The extract was successively washed with an aqueous 
solution of sodium hydrogencarbonate and water, and dried. After distilling off the solvent, 1.3 g of a 
colorless oily residue was obtained. This product was confirmed as a single compound by thin layer 
chromatography and thus used in the subsequent step as such. 

1.16 g (0.002 mof) of the 2,3,4-trihydroxy intermediate obtained in the above step and 2,2 g (0.012 moi) 
of nicotinoyl chloride hydrochloride were added to 50 ml of dtchloromethane. To the obtained mixture was 
slowly added dropwise 3 g of triethytamine under ice-cooling and stirring. After the completion of the 
addition, the mixture was further stirred at room temperature for additional 4 hours. Then it was poured into 
water and extracted with dichloromethane. The extract was washed with water and dried. After distilling off 
the solvent, the obtained oily residue was purified by column chromatography (silica gel, hexane : ethyl 
acetate = 2:1). Thus 1.3 g of the title compound [compound 14] was obtained as a colorless waxy 
product 

* 1 H-NMR spectrum (60MHz, CDC! 3 ) 6 \ 

0. 8 "1. 8{m, 41 H), 1. 95(s, 3H), 2. 0 (s, 6H), 2. 45(t, 2H), 4. 5 '6. 0(m, 4H), 6. 1(t. 1H), 7. 2(m. 3H). 8. 

2(m, 3H), 8. 6(m, 3H). 9. 0{m, 3H) 

IR (cm- 1 Liq. film) ; 

1760. 1730 (OCOO, COOAr) 



Example 15 

3-Methyl-2,3,4~tris(nicotinoyloxy)butyl 2,5 t 7,8"tetramethyl>2-(4 , t 8 , ,12 , >trimethyrtridecyl)-6-chromanyl carbon- 
25 ate [Compound 15] 



30 




35 



(1) 



CO 



45 




SO 
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(1) Synthesis of 
carbonate 



2thy!-2-buteoy? 2,57. 8-tetramethyr <i-(4 ,o ,^ 2 V » I* . .ct^yttndccy?) 5 chrc m^y! 



10.8 g (0.02 mo!) of the 3-methyh2-buteny1 2,57.8-tetramethyt-2-(4\8\12Mrim^ 
carbonate obtained in Example 9 (1) and 6.6 g (0.06 mcl) of selenium dioxid© were added to 200 ml of 
ethano! and the obtained mixture was boiled under reflux for 4 hours with stirring. After cooSng, the reaction 
mixture was filtered and the filtrate was poured into ice/water and extracted with ether. The extract was 
washed with water and dried. After distilling off the solvent the obtained reddish orange, oily residue was 
purified by column chromatography (silica gel. hexane/ether). Thus 4.6 g of an aldehyde compound was 
obtained as a pale yellow, oily product. 

4.3 g of the aldehyde compound .obtained in the above step was dissolved in 50 ml of methanol. To the 
obtained solution was added 0.5 g of sodium borohydride under ice-cooling and stirring to thereby reduce 
the aldehyde. After the completion of the reaction, the reaction mixture was poured into water and extracted 
with ethyl acetate. The extract was washed with water and dried. After distilling off the solvent, 4.3 g of an 
oily residue was obtained. The obtained oily residue was purified by column chromatography (silica gel, 
benzene). Thus 4.2 g of the title compound was obtained as a colorless viscous liquid. 

* 'H-NMR spectrum (6GMHz. CDCb) * ; 
0. 8 "1. 8(m. 41 H). 1. 95(S. 3H), 2. 0 (s, 3H), 2. 02(s, 3H). 2. 45(t. 2H), 3. 0 (broad. 1H). 4. 0(s. 2H), 4. 75(d. 
2H). 5. 65(t. 1H) * IR (cm-* Uq. film) ; 1760 (O-CO-O). 3430 (OH) (2) Synthesis of 2,3-epoxy-4-hydroxy-3- 
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methylbutyl 2,57,8-tetramethy[-2'(4\8\12^trimethyItndecyi)'6'ChrQmany) carbonate 

4.1 g (0.0073 moi) of 4-hydroxy-3-methyl-2-butenyl 2,5 l 7.8-tetram8thy!-2*{4 , ,8M2 , -trimethyltridecyl)-6- 
chromanyl carbonate was dissolved in 80 ml of dichloromethane. To the obtained solution was added 2.6 g 
(0.012 mo)) of m-chloroperbenzoic acid (purity: 80%) in small portions under ice-coofing and stirring. After 

5 the completion of the addition, the obtained mixture was further stirred at the same temperature for 1 hour. 
After filtering off the precipitate thus formed, the filtrate was poured into an aqueous solution of sodium 
hydrosulfite and extracted with dichloromethane. The extract was washed with water and dried. After 
distilling off the solvent, the obtained oily residue was purified by column chromatography (silica gel, 
hexane/ethyl acetate). Thus 4.0 g of the title compound was obtained as a colorless viscous liquid. 

w * 'H-NMR spectrum (60MHz. CDCl 3 ) 8 ; 
0. 8 "1. 8(m, 41 H). 2. 0(s, 3H). 7L 1 
(s, 6H), 2. 5(t, 2H) f 2. 9(broad. 1H), 

3. 3(t, 1H), 3. 55(s, 2H), 4. 3(dd, 2H) 

* IR (cm" 1 Liq. Rim) ; 

75 1760 (O-COO), 3450 (OH) 

(3) Synthesis of 2,3,4-frihydroxy-3-methyIbutyl 2 t 5.7.8-tetramethyl>2-(4 , > 8 , .12^trimethyitridecyl>6>chromanyi 
carbonate 

20 5.8 g (0.01 mol) of 2,3-epoxy-4-hydroxy-3-methylbutyl 2,5,7,8-tetramethy!-2-(4',8M2 , -trimethyItridecyl)- 
6-chromanyl carbonate, 200 ml of tetrahydrofuran and 50 mi of water were mixed together. To the obtained 
mixture was slowly added dropwise a solution of 10 ml of 60% perchloric acid in 10 ml of water under ice- 
cooling and stirring. After the completion of the addition, the mixture was further stirred under ice-cooiing for 
4 hours. After confirming that no peroxide remained therein with potassium iodide starch paper, the mixture 

25 was extracted with ether. The extract was washed with water and dried. After distilling off the solvent, the 
obtained oily residue was purified by column chromatography (silica gel, hexane : ethyl acetate = 1:1). 
Thus 2.7 g of the title compound was obtained as a-colorless viscous liquid. 

* 'H-NMR spectrum (60MHz, CDCI 3 ) 8 ; 
0.8 "1. 8(m, 41 H). 2. 0(s, 3H), 2. 1 

30 (s, 6H). 2. 5(t, 2H). 3. 5*"3. 9(m, 4H), 

4. 4(broad, 3H). 4.7(t.1H) 

* IR (cm"* 1 Liq. film) ; 
1760 (O-CO-O), 3450 (OH) 

35 (4) Synthesis of 3-methyl-2 t 3 > 4-tris(ntcotinoyloxy)butyl 2,5 > 7,8-tetramethyl"2"(4 , ,8M2'-trimethyltridecyt)-6- 
chromanyl carbonate 

2.3 r< (C.CC44 mcl) cf 2,3,4-tr:hydrcKV'-3-mslhyibuiy! ^.u./.B-tetsametnyi^ (4\6 7»2 \rimcxhyiuiducyi)-o- 
;.**?ref ?•**»►♦•? tr=»l»0"~*e ?*nri 4 ft n (0QPB mol) of rucotinoy! cnionae nyorochlorido w©ro ;*ru*fKi to 50 niS o7 
40 dichloromethane. To the obtained mixture was siowiy added diopw'se 0.3 g of tneihyiamir.c under :cc 
cooling and stirring. After the completion of the addition, the mixture was further stirred at room temperature 
for 4 hours and then poured into water, followed by extracting with dichloromethane. The extract was 
washed with water and dried. After distilling off the solvent, the obtained oily residue was purified by column 
chromalogrsphy (s;«ca eel hexsne : eihyS acctato - 2:1). Thus 1.9 3 of the ft?e compound [compound 
45 15] was obtained as a colorless waxy product 
'H-NMR spectrum (60MHz, CDCI 3 ) 8 ; 

0. 8 "1. 8(m, 41 H) , 1. 95(s. 3H). 2. 05 (s, 6H), 2. 45(t. 2H). 4. 3 ~4. 7(m. 5H). 7. 2(m, 3H), 8. 1(m, 3H), 
8. 6(m, 3H), 9. 1 (m, 3H) 
IR (cm -1 Liq. film) ; 
so 1760, 1730 (O-CO-O, COOAr) 

Example 16 

2,3,4,5-Tetrakis(nicotinoytoxy)pontyl 2,5,7,8-tetramemyl-2-(4\8>,1? , -ir:methy>tridecyl)-S-chrcm£nyl carbonate 
55 [Compound 16] 
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(1) Synthesis of 2,3,4,5-tetrahydroxypentyl 2 t 5J,8-tetramethyl-2-(<8\12'-trim 

bonati — ~~ ~~ 

3.3 g {0.01 mol) of 2,3,4.5-dibenzylidenexylitol and 6 ml of pyridine were dissolved in 60 ml of 
dichtoromethane. To the obtained solution was slowly added dropwise a solution of 5.0 g (0.01 mol) of a- 
tocopherol 6-ch!oroformate in 20 ml of dichtoromethane under stirring at room temperature. Then the stirring 
was continued for additional 6 hours. The reaction mixture was poured into water and extracted with 
dichtoromethane. The extract was successively washed with diluted hydrochloric acid and water, and dried. 
After distilling off the solvent, the obtained oily residue was purified by column chromatography (silica gel, 
benzene). Thus 2.9 g of a carbonate intermediate was obtained. 
'H-NMR spectrum (60MHz. CDCfe) 5 ; 

0. 8 "1. 8(m, 38H). 1. 95<s, 3H), 2. 0 (s. 6H), 2. 48(t. 2H), 3. 6~4. 55(m. 7H). 5. 42, 5. 50(sX2, 2H), 7. 
0~7. 5{m, 10H) 
IR (cm"" 1 Liq. film) ; 
1758 (OCO-O) 

2.25 g of the carbonate intermediate of 2,3,4,5-dibenzylidenexylitol obtained in the above step, 1.7 ml of 
trifluoroacetic acid and 0.7 ml of water were added to 50 ml of dichlorom ethane and stirred at room 
temperature for 5 hours. The reaction mixture was poured into water and extracted with dichtoromethane. 
The extract was successively washed with an aqueous solution of sodium hydrogencarbonate and water, 
and dried. After distilling off the solvent, the obtained residue was purified by column chromatography (silica 
gel, ethyl acetate). Thus 1 2 g of the title compound was obtained as a colorless product. 
'H-NMR spectrum (60MHz. CDCfe) 5 ; 

0.8 ~1. 8(m. 38H), 1. 95{s, 3H). 2. 0 (s, 6H), 2. 48(t. 2H), 3. 0 "3. 3(broad f 4H), 3. 7~4. 1(m. 4H), 4.3(d. 
2H) 

IR (cm H Liq. film) ; 

1758 (OCO-O), 3440 (OH) 

(2) Synthesis of 2,3,4 t 5-tetrakts(nicotinoy[oxy)pentyl 2 ( 5,7,8-tetramethyh2'(4 , t 8 , ,12 f -trimethyltridecyf)-6- 
chromanyl carbonate 

0.67 g (0.001 mol) of 2.3.4,5-tetrahydroxypentyl 2,5,7 I 8-tetramethyl-2>(4 , ,8 , > 12 , -trimethyltridecyl)-6- 
chromanyl carbonate. 1.08 g (0.008 mol) of nicotinic acid, 2.6 g (0.008 mof) of 2-bromo-1-methylpyridinium 
iodide, 3.2 g (0.017 mol) of tri-n-buty famine and 20 ml of pyridine v/ere mixed together and stirred for 8 
hours under heating to 50* C. Then the reaction mixture was concentrated under reduced pressure. The 
obtained residue was dissolved in 200 ml of ethyl acetate, washed with water and dried. After distilling off 
the solvent, the obtained oily residue was purified by column chromatography (silica gel, ethyl acetate : 
methanol = 93 : 2). Thus 0.7 g of the title compound [compound 16] was obtained as a colorless waxy 
product 

''H-NMR spectrum (SOiViru. CDCfe; ° . 

0. 8 "1. o(m, oo'tl). 1. 33. 1. S3. 2. 05 (sx3. OH), 2. 5(t, 2H), 4. 5 4. 8 (m. 4H). b 9{o t 1H). 6. 0{n, 1H). 
6. 15 (m, 1H). 7. 3(m. 4H). 8. 25 (m, 4H). 8. 75 (m, 4H), 9. 15(m, 4H) 

Example 17 

2,2-Bis{nicotinoytoxymethyl)butyl 2,5,7.8-tetramethyl-2-(4 , t 8M2 r "trtmethyltridecyi)-6-chromanyl carbonate 
[Compound 17] ~ ~— ~ 



o 
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[[Compound 17 J 

<3 

(1) Synthesis of 2,2-bis(hydroxymethyl)butyl 2,5,73-tetramethyl-2-(4\8\12^ 
carbonate ~ ~~ 

45 ~~ 

To a mixture comprising 4.2 g (0.024 mol) of 5^%l-2-2<limethyi-1,3-dioxan-5-ylmethanol, 14 ml of 
pyridine and 50 ml of dichloromethane was slowly added dropwise a solution of 9.8 g (0.02 mof) of a- 
tocopherol 6-chIoroformate in 40 ml of dichloromethane under stirring at room temperature. After continuing 
the stirring for additional 6 hours, the reaction mixture was poured Into water and extracted with 

so dichloromethane. The extract was successively washed with diluted hydrochloric acid and water, and dried. 
After distilling off the solvent, 12.4 g of an oily residue was obtained. 

10.0 g of the crude product of the carbonate intermediate obtained in the above step was added to a 
mixture comprising 70 ml of 2 N hydrochloric acid and 35 ml of methanol. Then the obtained mixture was 
heated under reflux for 6 hours. The reaction mixture was poured into 400 ml of water and the oily matter 

55 thus separated out was extracted with ethyl acetate. The extract was washed with water and dried. After 
distilling off the solvent, 8.7 g of an oily residue was obtained. The obtained residue was then purified by 
column chromatography (silica gel, hexane : ethyl acetate = 7:3). Thus 6.0 g of the title compound was 
obtained as a colorless waxy product 
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1 H-NMR spectrum (60MHz, CDC! 3 ) 5 : ' — _ _ 

0. 8 ~1. 8(m, 43H), 1. 95($. 3H), 2. 0 (s. 6H). 2. 5(t, 2H), 2. 8~3. 0(d, 2H). 3. 5 "4. 7(d, 4H), 4. 3{s, 2H) 
IR (cm"" 1 Uq. film) ; 
1758 (O-CO-O). 3450 (OH) 

5 

(2) Synthesis of 2.2-bis(nicotinoytoxymethyi)butyl 2.5J,8-tetramethy^2>(4\8\12 , >trirnethyitndecyi}-6- 
chromanyl carbonate 

6.0 g (0.01 mol) of 2.2-bis(hydroxymethyI)butyl 2 f 5J.8-tetramethy^4\8\12 , -trimethyItridecyJ)-6- 
to chromanyl carbonate and 7.2 g (0.04 mol) of nicotmoyl chloride hydrochloride were suspended in 85 ml of 
olchloromethane. To the obtained suspension was slowly added dropwise 8.1 g of triethylamine under ice- 
cooling and stirring. After stirring at room temperature for 5 hours, the reaction mixture was poured into 
water and extracted with ethyl acetate. The extract was washed with water and dried. After distilling off the 
solvent the obtained oily residue was purified by column chromatography (silica gel, chforofonm). Thus 5.5 
75 g of the title compound [compound 1 7] was obtained as a colorless waxy product 
'H-NMR SPECTRUM (60MHz, CDCb) 5 ; 

0. 8 "1. 8(m, 43H). 1. 95, 2. 00, £ 05 (SX3. 9H). 2. 5(t, 2H). 4. 35(S, 2H). 4. 4(s. 4H). 7. 4(m. 2H), a 3- 
(m, 2H), 8. 75(m, 2H), 9. 2(m, 2H) 
IR (cm" 1 Liq. film) ; 
20 1760. 1730 (O-COO. COOAr) 

Example 18 

4-Nicotinoyloxy-3.3-bis(nicotinoytoxymethyl)butyl 2.5 t 7.8-tetramethyl-2-(4 , ,8M2 , 'trimethyltridecy()-6- 
25 chromanyl carbonate [Compound 1 8] — — _ _ __ __ 
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30 (1) Synthesis of 4-hydroxy-3>bis(hydroxymethyl)-butyl 2,57.8-tetramethyl-2>(4\8\12 , -trimethyltridecyl)-6- 
chromanyl carbonate 

To a mixture comprising 4.0 g (0.01 mol) of 4-hydroxy-3 l 3-bis(hydroxymethyl)butan-1-ol t 5.2 g (0.011 
mol) of a-tocopherol 6-ch!oroformate and 30 ml of ether was slowly added dropwise a solution of 1 .0 g of 
35 pyridine in 10 ml of ether under ice-cooling and stirring. After stirring for additional 6 hours at room 
temperature, the reaction mixture was poured into water and extracted with ether. The extract was 
successively washed with diluted hydrochloric acid and water, and dried. After distilling off the solvent 9.5 g 

VI csi t'i.*y :t.':yt»f 

A mixture; comprising 2.7 s o? e.i.d« product cf the carbonate ^emnecnate obtained :n the above 
step, 0.5 g of p-tomertesiwomc acta and mi ol ..^'J.^c: wac zZZrcd rt rcem ie-fpe^w? for 2 hours. 
Then the reaction mixture was concentrated under reduced pressure. After distilling off the methanol, water 
was added thereto and the oily matter thus separated out was extracted with ether. The extract was washed 
with water and dried. After distilling off the solvent, 2.3 g of an oily residue was obtained. The oily residue 
was then purified by column chromatography (silica gel, chloroform/methane!). Thus 1.7 g of the title 
45 compound was obtained as a cotoricss waxy product. 
* 'H-NMR spectrum (60MHz, CDCb) * ; 

0. 8 -1. 8(m, 40H), 2. 00(s. 3H). 2. 05 (s, 6H). 2. 45(m, 2H), 3. 2 "3. 7(m. 9H), 4. 25(t, 2H) 

IR (cm" 1 Liq. film) ; 

1750 (O-COO), 3500 (OH) 

50 

(2) Synthesis of 4>nicotinoyloxy-3 t 3-bis(nicotinoyloxymethyl)butyl 2,57,8-tetramethyl-2>(4 , .8M2 > -trimethyl- 
tridecyl)-6-chromanyl carbonate 

A suspension comprising 1.0 g (0.002 mol) of 4-hydroxy-3>bis(hydroxymethyl)butyl 2.5.7.8- 
55 tetramethyW-t^^.l^-trimethyltridecyO-S-chromanyl carbonate, 1.2 g (0.012 mol) of nicotinic acid. 3.0 g 
(0.012 mol) of 1-methyl-2-bromopyridinium iodide, 3.7 g (0.024 mol) of tri-n-butylamine and 25 ml of 
pyridine was heated to 50* C and stirred for 5 hours. The reaction mixture was concentrated under reduced 
pressure and water was added to the residue. The oily matter thus separated out was extracted with ethyl 
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acetate. The extract was washed with water and dried. After distilling off the" sotvenC'an oily restdua.3vas 
obtained. The obtained brown oily residue was purified by column chromatography (silica gel, benzene : 
ethyl acetate = 3:7). Thus 0.9 g of the title compound [Compound 18] was obtained as a colorless waxy 
product. 

s * 'H-NMR spectrum (60MHz, CDCfe) 5 ; 

0. 8 "1. 8(m t 4CH), 1. 96,2. 00,2. 05 (sx3. 9H), 2.5(t, 2H), 4.5(t. 2H), 4. 60(s, 6H), 7. 35(m, 3H), 8. 3(m, 
3H), 8. 8{m, 3H), 9. 32(m, 3H) 
° \H (cm- 1 Uq. film) ; 

1755, 1730 (OCOO, COOAr) 

w 

[Effects of the Invention] 

To further illustrate the effects of the present invention, the following Test Examples will be given. 
75 Experimental Example 1 

Lipid level-lowering effect oi Triton-induced hyperlipemia rat 
<Method> 

20 

The effect of the invention compound (2) in lowering the lipid level of Triton-induced hyperlipemic rats 
was examined in accordance with a method reported by Schur et al. [Schur et a!., Lipid, 7, 68 (1972)]. 

Male Sprague Dawley rats weighing 253 to 290 g were used, and 300 mg/kg of a solution of Triton WR- 
1339 in physiological saline was intravenously injected into the tail vein of each animal. Immediately after 
25 the injection, the invention compound (2), which had been dissolved in cottonseed oil, was orally 
administered to the animals in doses of 38.0, 94.9 and 237.2 mg/kg. Then the animals were fasted and the 
blood was sampled 9 hours after the administration to measure the total serum cholesterol level and serum 
triglyceride level. Each group consisted of 7 rats. 

To a control group was given 1 ml/kg of cottonseed oil in the same manner. 

30 

<ResuIts> 

Table 1 shows the effects of the invention compound (2) in lowering the lipid level of the Triton-induced 
hyperlipemic rats compared with the data of the control group. 
35 As Table 1 shows, both of the total serum cholesterol and serum triglyceride levels were significantly 
lowered. 

zable 1 

<!9 



Dose 
(mg/kg) 


Decrease in lipid level compared with 
control group 


Total serum cholesterol 


• 

Serum triglyceride 


38.0 


13.2±2.8 


19-2+2.9 


94.9 


21.5±1.9 


42.7+3.3 


237.2 


24.4±3.6 


47.5+3.5 



55 Each value represents "mean ± standard deviation". 
Experimental Example 2 
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Effect of lowering free fatty acids in rat plasma _ - 

<Method> 

5 The invention compounds (1), (2) and (3) were dissolved in cottonseed oil and orally administered to 
male Sprague Davvley rats weighing 300 g in such a manner as to give each invention compound in an 
amount corresponding to 0.5 mmol of nicotinic acid per kg body weight per ml. 

After the administration, 0.5-ml portions of the blood of each animal were sampled from the tail vein 
with the lapse of time and thus the level of freo fatty acids contained in the plasma was monitored by the 
w ACS-ACOD method (NEFA C-Test mfd. by Wako Pure Chemical Industry Co.). 

For comparison, a-tocopheryl nicotinate and niceritrol were orally administered in the same manner. 

<Results> 

75 Table 2 shows changes in the plasma free fatty acid lowering ratios achieved with the use of the 
invention compounds (1), (2) and (3) with the lapse of time compared with the data of the comparative 
groups. 

Table 2 clearly shows that the invention compounds effectively lowered the free fatty acid level in 
plasma. 

20 

Table 2 



Test, compound 


Dose 
(mg/kg) 


Free fatty acid lowering 
ratio (%) after 


1 hr 


2 hr 


3 hr 


4 hr 


niceritrol 


70 


59±1 


56±10 


71±2 


15±23 


a-tocopheryl 
nicotinate 


268 


46±5 


54±4 


. 51=12 


24±14 


invention 
compound ( 1 ) 


190 


6241 


57±5 


64±3 


33±33 


LLiiv'GiitlLOil 

inovtipound [2 ) 




1 6 ii 3 


: 

» — — ... ~» 


! 

; Oh- w 
~ — 

64±1 


* 

; ; 



17±26 


invention 
compound ( 3 ) 


193 


58±6 64±3 



Each value represents "mean ± standard deviation". 
Experimental Example 3 
50 Change in plasma nicotinic acid level in rat upon oral administration 



<Method> 

The invention compounds (2) and (5) were dissolved in cottonseed oil and orally administered to -male 
55 SD rats weighing 280 to 350 g. which were fed ad libitum, in such a manner as to give each invention 
compound in an amount corresponding to 0.5 mmo! of nicotinic acid per kg body weight per ml. 

After the administration, the blood of each animal was sampled with the lapse of time and thus plasma 
samples were prepared. The nicotinic acid level in a plasma sample was determined by high performance 
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fiquid chromatography under the conditions as specified below [Suzuki et a!.. Vitamin, 60, 272 1986)> 

For comparison, nicotinic acid was orally given in the same manner, namely, in an amount correspond- 
ing to 0.5 mmo! of nicotinic acid per kg body weight per ml. Then the nicotinic acid level in the plasma was 
determined in the same manner as the one described above. Isonitotinic acid was employed as an internal 

s standard. High performance liquid chromatography: 
Device: Shimadzu LC-6A. 
stationary phase: Shim-Pack CLC-ODS. 
mobile phase: 10 mM sodium phosphate buffer (pH 
2.1), 10 mM sodium 1 -octane-sulfonate and 5% acetonitrile. 

io temperature: 4* C. 
flow rate: 2.0 ml/min. 
detection wavelength: 254 nm. 

<Results> 

75 

Fig. 1 shows changes in plasma nicotinic acid level wherein each data represents the mean ± standard 
deviation of 3 or 4 samples. 

As Fig. 1 shows, the changes in nicotinic acid level caused by the administration of the invention 
compounds (2) and (5) proceed slowly, compared with the comparative case wherein nicotinic acid was 
20 administered, suggesting that the invention compounds were slowly released into the plasma with the lapse 
of time. 

Experimental Example 4 
25 Change in plasma vitamin E level of rat upon oral administration 



<Method> 

The invention compound (2) was dissolved in cottonseed oil and orally administered to male SD rats 
30 weighing 280 to 350 g in such a manner as to give each invention compound in an amount corresponding 
to 0.25 mmol of nicotinic acid per kg body weight per ml. 

After the administration, the blood of each animal was sampled with the lapse of time and the vitamin E 
level in plasma was determined by high performance liquid chromatography [Abe et al.. Vitamin, 49. 259 
(1975)]. — 
35 As a control, cottonseed oil was orally administered in the same manner and the vitamin E level was 
determined. 

<R'jsu!is> 

<o Fig. 2 shows ciianges in plasma vltoniui Z Jewels wherein each data represents the mean t etenderd 
deviation of a group consisting of 4 animals. 

As Ftg. 2 shows, the invention compound (2) showed good migration of vitamin E into the plasma. 
The results of these Experimental Examples 1 to 4 indicate that the compounds of the present invention 
sustain zr. excelicn? ar.tLhyper!»perr!!C effect of nicotic ??c?d while refrevmg the side effects thereof, for 
45 example, rubor or itching, by slowly releasing nicotinic acid. Since vitamin b* is effective in lowering lipid 
level, the compounds of the present invention are useful as a remedy for arteriosclerosis which sustains the 
basic pharmacological effects of both of vitamin E and nicotinic acid, namely, improving circulation and lipid 
metabolism, while relieving the side effects of nicotinic acid. 

so Claims 

1. Novel vitamin E derivatives represented by the following general formula (I): 
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O-C-Q-CHan—-! (OR) 



10 



( I ) 



75 



wherein R represents a nicotinoyl group; and m is an integer of from 2 to 5 while n is an integer of from 
3 to 6 t provided that n is larger than m. 

2. A process for the production of vitamin E derivatives as claimed in Claim 1, which comprises 
condensing a-tocopherol 6-chtoroformate represented by the following formula (II): 



20 



25 




30 



35 



with either a polyhydric alcohol optionally protected with a protective group or an oletinic alcohol 
optionally protected with a protective group in the presence of a deacidifying agent to thereby give a 
compound represented by the following general formula (III): 

o 



i n r 



_r._.....r u„ . Mitt 



45 (1) 

wherein m is an integer of from 2 to 5 while n is an integer of from 3 to 6, provided that n is larger than 
m; 

so and reacting the obtained compound with nicotinic acid or a reactive derivative thereof to thereby give 
an ester. 



3- A process for the production of vitamin E derivatives as claimed in Claim 1, which comprises 
condensing a-tcccpherci 6-chloroformate represented by the following formula (II): 
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70 



(I) 



with either a polyhydric alcohol optionally protected with a protective group or an olefinic alcohol 
optionally protected with a protective group in the presence of a deacidifying agent to thereby give a 
75 carbonate, epoxidizing the obtained carbonate with a peracid, conducting the ring-opening reaction of 
the epoxide with perchloric acid to thereby give a compound represented by the following general 
formula (Hi): 



20 



o 



25 




Q-C-0-C»Han—i (OH) 



30 



(in) 



35 



wherein m is an integer of from 2 to 5 white n is an integer of from 3 to 6, provided that n is larger than 
m; 

and then reacting the obtained compound with nicotinic acid or a reactive derivative thereof to thereby 
give an ester. 



4. A process for the production of vitamin E derivatives as claimed in Claim 1 , which comprises reacting a 

Dclyhydiic alccho! or <±i o?e**n?c cMConoL ouch opiioi tally pj'utgcusd vvuh s ps'ctccvW 



40 compound thus obtained wiui a-tccopherc! Ir, the prcccncc cf a decrc-drfyirrg agent to hereby £iva * 
compound represented by the following genera! formula (III): 



45 



so 




0 



O-C-O-CnHjn-m- I (OH) 



(m) 

55 wherein m is an integer of from 2 to 5 while n is an integer of from 3 to 6, provided that n is larger than 
m; 

and reacting the obtained compound with nicotinic acid or a reactive derivative thereof to thereby give 
an ester. 
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A pharmaceutical composition comprising a pharmacologically effective— am o unt of the vitamin E 
derivative as defined in Claim 1 and a pharmacologically acceptable carrier. 

A method for treating arteriosclerosis by administering a pharmacologically effective amount of the 
vitamin E derivative as defined in Claim 1 to a human patient. 
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